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^-v? : 1/ 



[H^^ 2 ] 

ifflM^ttU ^/^-^^^ y^Tu^^i-y^ ^(Dy^^^>}-tfzit^fih<DM^<&t:^ 
t fj: \^^^m^m v>rili3£$tL:^c4>Oi:Jt®^LTs CDS UttllBBa iSib^-^-^^-T S O 

o 

[if 5 ] 
lit 7 1 

mk^mmmm^'y^-^^ y^^^^^^ttz^t^'^yvx^^. misk^mmmm^^-^^ ^ 

>yu>ttzi±7.y^ K#9;^-c'*'2)l»m:g7lBmo:^i*o 

>^mi>^') yyitiJ^ -fflflat?**lt:*:^ l ~ 8 v^rtL:i» 1 ^ 



y/yu9i.i^^-y<r>yy^^yyii^. ge^j^og23^j#-^ i - 7 -e^^tts 7 5 y^se^jtr 
1-9 v^Ttr^i- 1 ^i::|B«cco:^^o 
12] 
lit*:© 131 

(a) ^S§|$&^«omi&t^fl&^^ffit^*tl::i5tt^^OTIIi:<^it^*'> 1 c e 1 1/ 
cm^-SXlO^cells/cm^ -C^xS. isiO^/t^^ti 
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^-i;: 2/E 



(b) ^?IP*&B#<^^**0«Bia<^lftS5&'> Icell/m 1-5X10 cells/ 

m 1 -Cab-S, 

lit 14] 

o 

y ✓Ic J-B 1 d ^ 
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#M 2004-1 156. 4 8 



^>->? : 1/ 



& o 

[0 0 0 31 

TfflJJ&li, CD (Cluster Designation) 4-7-*-«r^L>^ Sid 
!^^T^) y-f^^ (cytotoxic T lymphocyte), ^7 — TiBBfei: i> 

:^^i-^^m^m,M^^'^i^ CMHC : ^ birisv^-Cfit b (HLA) t^l" 

[0 0 0 41 

ti. B^<omi^^nmm^^f^^mmm^<om'(s>^mt'^x\^-^o miz^^i^m-A^jE'B^ 

\^hm^<r>^) y/^^i!phUmt-ti>^mitzMLX!i^l^mi>zSLm-t^CTL^^H^^ {4> 
• ifMi, in vitro) -CflSbTtm, 'fc L < {iil#S:=fT*3-f > 

mL. B.m^^x-r^m'f-^^^^<o^^m^^s^ftx\^^^o mx.it. m^r)\^\,zis 
\,>xmi-f^^mmi}^^ ^ }i^^mpkis xz^mmizMLxmm^f&'mmx^:h ^it^Tjzm^ft 

n^iz%i>Z.i:.1i^%.-X(0\^m.Xhh 
[0 0 0 61 

[0 0 0 71 

^-aflia (LAK« ^fflv^-^^^^^^?* (i«J^<f, ^#i^=:S:«fc3) . -m^MfD^y 

^~u^^>-2 (iL-2) >s:m^^xmm\^fzmmmm')y^-^^ (tid 

miE# 2004-3085966 



i^M2 0 0 4 - 1 1 5 6 4 8 ^--J : 2/ 

(0 0 0 81 

Wx.ff, ^^Wf'XWiG) . ^)Sv>t±in;CD3^y (fitCDSmAb) i: I 

[0 0 0 91 

^,2-'^^ ^'^^^^ ^ P i d expansion method) 

m^^mmxi^m (Expand) $-l3:'5.:^fefe-e$,-2.o Ij, 'jB^<^TTOi5' 

twj:'5ii5ittS-«:<L/cPBMC (pe r i phera 1 blood mononuc 
1 e a r cell. *M#^M) ta^zf:^i^^y-/^~)i^^^}i>:x, (E p s t e i 
n-Barr virus. ^TE B V iS^jSHiat «-fflv>T^i[fM«;C T LS 

10 0 1 01 

L. PBMC<D^mMt:^m^^^:^mx^;h. 
(0 0 1 11 

AK«Biis^.±iBCTLtiwi;^t'. m^^mmmz^m^tL^s^o 
[00121 

X^lC:fo>V*rt±I L-20?IJfflS:i>C;d--tii:;6*T'i^;v^o I L - 2 :0*iMi}&^®<^^ > ^5^ - 
n^j>-2Hryi5^- (IL-2R> iz^^i- ;i> ^ t izi lommt^ h iz^mt^ it :h 
o I L-2 RfiU ^^N-^ofStt-ft-^-p^-i: LT^(bitrv^-2,o :zfih<o^izii\,^ 

iilSaOTcO.I L-2 RCD|&31«r±#$-^SC^:{4^^T-**o S/c. CTLOMSlC 

*sv^TJ±, ^i^ic J: -55|aiaS[tcft$ tL;t C T L (Dttsmmmyi^C TLt Lxmm^fi&^^mi: 

m±^^z:zt. ■ti'£t>%. ^m^<r>mmMkzisi^hci>smmAm.<Dm^ cam 

[0 0 131 

^f^^fth^}yjm^m\-\,z^\^^x^-xmm-ti>mz\tm'^is&.mtit\tsssLmi!i's%i!f^h 

■So 

[0 0 141 

L:*-L. ^^iz-];L^m^&(D5fKm • ]SSLmi:m^-t^t:»bi,zmBMm^^<Dsf5LfS.^^Ml,Z 

■^m^mzisif^^mxiii^m^'^^^t:^£iof&mi,z.&m^j:m:<ommmc^fLtj:x,.^ . 

WiE#2 004-3085966 
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y<-Z? : 3/ 



J ° I W y {41«|!^(^)JlilTet>t>, :^#)ffll!&M, ^ai<^ffl)ia^^-7 b U ;^ izi^^-r 

i± 3 ais<o^m<7) @fii?!i 4tt-ci5<9^ ^tih ^mn (omM l t?^#7i««^ $ ttr v» * o 

8#g. 9#g. 1 0#B.mT. ^tt-e-ttl II-8, II ^-1^,11^-1% 
fc|§;i-ao) {iJilM^K^^>t^^ */cl2#g. 13#i. 14#g (UT, 

tti I r-1 2, III-13. III-14 t^^-r^o ) tw^yy^-^F^^^i-^ 

;t$tLt:v-;i.o i/^^ I I I - 1 Ol^fiVLA (v e r y 1 a t e a c t i v a t i 
on antigen) - 5^^i^**^4 tLT*3 . n TlE^JtS R G D S T'* ^ o 

$/- ^/N-u ym^}"^ -< y<DCMm\i'ii 1 1 1 c s tmifi^mmi)^^^-rio 1 1 

I C S {- J4 2 5 T 5 y m^i^ib ^ V L A - 4 LT^-&®tt=£r^1-2. C S - 1 tmifi 

^^liii^tmil Greenberg, P. D. ^. 1 9 9 2^IS^T. Adva 
n c e s in I mm unology a-tti 
mWWXnZ] R e u s s e r P. m3^. Blood. 1 9 9 1#, Vo 1 
. 7 8, No. 5. P 1 3 7 3 -1 3 8 0 
mi^f^XmS] Rosenberg S. A. -fill, N. Engl. J. M 
ed. 198 7¥. Vol.316.No. 15.P889~897 

l#^#W=:!ti8)c4l R 0 s e n b e r g S. A. -(tfe, N. Engl. J- M 
ed. 1 9 8 8¥. Vo 1. 319. No. 25, P 1 6 7 6~1680 

[##S^^:fci^5l Ho M. 'tt&9iS. B 1 o o d. 1 9 9 3^, Vo 1 . 8 1,. N 
o. 8, P2093~2101 

[*#f^=:ft:m6l R i d d e 1 1 S. A. m^^.J. Immunol.. 
1991^, Vol.l46.No. 8. P2795~280 4 
[#^!i*i!'jtlK7l G r e e n b e r g P. D. i&l^. J . Immunol. 
Methods. 1 9 9 0^. Vol. 128. No. 2, P 1 8 9-2 0 1 
U^^f^^^mSl De ane F. Mo m e r^. 1 9 8 S^H^T. F I B RON 
ECTIN. ACADEMIC PRESS INC. .Pl~8 
mn^HMQ} Kimizuka F. ms^, ] . Biochem. ,19 
91^. Vol.ll0.No.2,p284-291 

1 0 1 H a n e n b e r g H. -ftfcSiS. Human Gene 1 
herapy, 199 ?¥. Vol. 8. No. 18. p2193-2206 
1 1 m^^^^ 9 6 / 0 6 9 2 9 :7 V b 

mwf-:m2] mm^mm9 7/3 297 o-^/-«>7uy b 



[0 0 19] 
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#IS2 0 0 4- 1 1 5 6 4 8 



4/ 



mp=Sr»f*-r * 7t a6 ^#^1 

i6L^m\^^xwt^ f^tzi>(r>titwtLx CD sm^mm.^-mitm-^'^^-r^BJi^^^^'J ^-^ 
^^^i>mm^ft^o tit. i?i^m<om.i (D^m<Dmmmm^^'i y j^n(Dmm.-^^h l-cj± 

y/-?^om5t:^ffii:itiiiL-r, ^-xi^mmm^^iimmTr^^^^^o ^^^^^ 

<^%H^l'*3v>T, y^yn^ir^y. ^(Dy^^^yVttz\t^i-Lh<D% 

mm t tz itmui^mmm^ii'^TP' ^ tt, mfmmmmM t lt {± -> ^ - -7 ^ x =r 

tfz\i^^-.;^x^y>. mU^mmm^t\^x\t\^-:<. jiyyuyttza:^^-( K*9X 
[0 0 2 3] 

tfz. :^§km<7)mi<r>§kmK^^^x. y>[y-u^i^^y<Dy^^^yhtLxit. W.m 
|wi^^«ill«:^i-'&^'J^^^I'**^^^^^° ^^^-^ y^yxn^i^^yffyy^^yy 

o 

cm^ ~5X 1 c e I 1 s/cm2 -e**, iSiU^/t^Ji 
( b ) it^ga*&i^<^^ife4'<^a9)!&<^lft«'i*^ Icell/m 1-5X10 cells/ 

i-^^^^i<o§km^^^^xku mumm^') y^m\m^^^=^'^mx-r^-TM^'^ 

tiiSE# 2004-3085966 
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5/ 



^ o 

i l-2 R<o^mfi^^'i^<> ^h\,zcT)?,mm&m.<D\3c.m^-^ 

[0 0 3 21 

> h t±. -PHAff. E. PpCRuoslahti E. , et a 

1 . . :i-ni;5&;V • -5^5;^ h ( J . B i o 1 Chem 

) ; ^2 5 6^, ^14^. ^7 2 7 7 - 7 2 8 IH (1 9 8 1) D (D^TPl^^^^. 

mi tt/c^K W 7 n ^ f- > * {± 7 >f r/n ^> ^ > -7 9 iJ^^ h t I4x i 

M1-*>tffi=&1t»«> F. CKimi duka ' ^ ^ . |, ^ ^^/^ 

:^_^;v . . /nM^-J^^;^ h V- (J. B 1 o c h em. ) ^ Ml 1 Om. mz IS 
4~291K (1991) D . A. R. f> ^^ornbr iht t A 

R et a I., EMBO v'a-— (EMBO J . ) , ^4 1^ 7 

' 1 7 5 5- 1 7 5 9 (1 9 8 5)), ^XXf^^V^ K. 6 CS e k i gu c h i 
K et a 1 . , '''^'f ^-5^5;^ h U- (B i o c h em i s t r y) . SI2 5^, 

mV-f-, 4 9 3 6-4 9 4 1 (1 9 8 6) 3 ^ J: *) ^ § 
10 0 3 41 

tBfiE# 2004-3085966 
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^-v' : 6/ 



1 - 8 (mnm<omm^-^ i -ea^^tt^r ^ y sub^ij) ^ 1 1 1 - 9 (SB^j^<^i2?'J«^ 

2 -c^ ^ T ? ^ miB^j) ^ 1 1 1 - 1 0 (.mnmomn^^ 3 r ? ^ mee 
anj) , 1 1 i-i 2 {mnm<Dmjm-^4-^^^i^^r^ymmn) . 1 1 i-i 3 (@a 
j\m(^mm^-^5 -c^^tt-?. r 5 y i^se^J) . 1 1 1 - 1 4 (m^m<7)mm^-^ e -e^^ 

[0 0 3 5] 

:h^tii^-c^i>o mkii. z<DX^^j:-:f]mii'ii. ^4vrAX D. A. CWi 

lliams D. A. , et al.^^'^f■^-(iS^ature),f|3 52^ 
, ^4 38~441M (1991) ] yb^^tit^bo S^:&?£t4. V- > t^S^-fk t 

TAX D. A. h<Dijmizis^^x. muizmx.x^^<vy. mA.iimm^^^'}y^^m 

& o 

[0 0 3 6] 

^hKy ^ fu^ir^XDyyiTjiiy Y tLXii. C- 2 7 4 (BE^iJ^OSB^J^-f- 8 
«$tL-5T5 ^BSBBM) > H-2 7 1 (BB?nj^(^)BB3nj#^9 -T?^$tt* T 5 ^ mSS^iJ) . 
H- 2 9 6 (@E^J^c^lE^J#^l OT-^^n-ST^ ^mia^iJ) , C H-2 7 1 (lE^J^O 

i£^j#-^i i-e^^tL-sT^ymsfi^J) > cH- 2 9 6 {mmm<oMm^-^i 2t?^$a 
^T^^msE^j) > s^jic-csi (E9ij^<^aEyij#-ti 3t?a$tt«.T5 ymsa^j) 

[0 0 3 7] 

±|BOCH-271, CH- 2 9 6^ C-2 7 4. C - C S 1 O^"? 7 > M± V L 
A-5ir4i-§-t-*fi^14«rJt^*ifflJ!aiK'g-K^'f '-'=£r^-r'5>'-}^*';^-/-^KT'^;&o t/^:, C 
-CSl. H-2 9 6. CK- 2 9 6iiYLA-4K^^ir^mi^i^ir^mmm^V^ 
>f >*5t-r^'i*'J^:/^>'"^**o ^ibtr. H-2 7 U H-2 9 6, CH-2 7 l:feJ: 
t;^CH-2 9 6f±^>''«';>^it'^K'^^>«:3ftS**V'^'/-^Kt?abSo 
[0 0 3 81 

-So ^-f 7'n^^'f->'(75^/'?U 3 0(0 I I IMIB^J (111-12. I 

11-13 . I I I - 1 4) trJ:oT«^^tL-Cv^;g,o miai I IS@B^'J<7)9*.<^-^ 

i::6«nrtBT**-So -PB^tdT. ^-f rn:^^'f->'0«ig-g-ei5^a ( V L A - 5 M-^^it. Pr 
ol239~Serl515) fc-ool I I Mffi3?lIfc***S'&b/c-7 9 >' h-^fe-SC 

Hv-89 (M9\m<^wm^^\ 4x^%%xz>r\ ^mwm) . chv-9o (ga^j^o 
mm^ 1 5 T 5 ^ > c h v - 9 2 {mm<owmm^ 1 e 

- 1 7 9 (|B^m(OBB?i|#-^ 1 7t?^$tLST5V^@e^J) . CHV - 1 8 1 (IB^J^O 

mm^i^x^^^^T^jWiWrn) iimif^^^^o chv-8 9. chv-9o. c 

H V - 9 2 111-13. III-14. III-12 ^-g-tf ^ (OX^ ^ . C 

HV-179HIII-13i:III-14*. CHV-18UiIII-12i:III 

- 1 3 ^-?-^^-ett#■^-ev>ao 

[0 0 3 9] 

tfiiEii* 2004-3085966 
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7/ 



y s oi4jt:^Ji*t^m i:^t:±IB#-7 9 > h izmm<^T^ y mtr-ftSn-T * c: t J: 19 ©it 

PTtgT?**o 'tRIx.{f> H- 2 7 5 -Cys (Ba^J^<^gB?nj#-^ 1 9 f ^$tL;?,T 5 
(0 0 4 01 

10 0 4 1] 

<r>W^mU 3^5^0'i?'J^y^ KO#ott® (^x-ff. Mif^^. MM. pK^) 

Vi/^', 77->; 2. ^•N'U^, ^vn>fv>, n<->>; 3. T;^>'^°v ^V^. ^^V^' 

5 T;^^^•7^>'. 5 > ; 4 . -fe 'J ;^ k:^--^ ; 5. ^)'Jy. r)\'^=-> 

tin. nx\t. j^'j'^T'f- Kt:ii3tt^^ttf>coMmMJSiaottst'«ML/ci*g*>r-r* 

10 0 4 2] 

^la^^te'j y^^^<Dmm,m^mn<Di^'^jnmnwLm. ( i i ) i l - 2 rohm^ 
lisimi^ ttz\t (i i i) c D 8 i©ftiifflii&ojii^iS]±^te. (i v) mfmm^')y^'^ 

10 0 4 3) 
[0 0 4 4] 

jSj^S, ^-r 7'n^:^^>S#:t'OV>T'fe, ±|B<?) 7 9 > h i: V '^7'■^- 

ia^J*^-r-5*y^^^K-C*^"^- 4?^:< i:«>flifl3 (i) ~ (i i i) OV^-r*L*-<^«i 
10 0 4 51 

:*:W«Bl»tf l-iam<^7'f > M±, 'WAtf> *S!|#ifr^5, 1 9 8 

. 4 2 3-t9^jffl»OBBStt'«<^v>-Citfei^a*^x.#<t fJiiliti-^-i: ^>"^-^^o Wx.{f, 
±iaoH-2 7 1 (SB^J^-^9) , H- 2 9 6 (SBjnj^-i-l 0) , CH- 2 7 1 (SB^J# 
-^11). CH- 2 9 6 (@E^J#-^1 2) 0#79^^y > Y tj: hXf^Z^fth-^W^-^ 

m\mm^^^mm^zmm^zwiSL^itx\i^^. ttz. ±m<oc-2 7A (@b^j#-^8) y 
y if ^ > Y it^mo^Wf-^ 5 , 1 0 2, 9 8 s^^m^izm^-^f^^-^ys^^^^^^^^^^^* 

•C^So ^hiz^ C-CS 1 imm^^l 3) yy^^^ y ht±B*i^i^^3 104178 

ffi|E# 2004-3085966 
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: 8/ 



CHV-9 0 (@E5nj§#15) . CHV-17 9 1 7) 7 ^ M± 

^' nt i:*:#S^2 7 2 9 7 1 2 J: O^S^^ J^,9 7 / 1 8 3 1 8 ^.J^^^ 

ti. T=3 0 5-8 5 6 6 53|ca3^^*l.O<t?rfTmiTBl#*l**^6 fJ^T^^A 

PERM BP- 2 2 6 4 (H" 2 7 1 * Kf^ ^ < K|f J^M) ^ 
PERM BP- 2 8 0 0 (C H- 2 9 6 ^ 3 - Ki" ;& ^ 7 X 5 K^^^t" ^ J J|) . 
PERM BP- 2 7 9 9 (C H- 2 7 1 * ^ - "^^^ ' l^**'^^''^^^™^ ^ 

PERM BP- 7 4 2 0 (H" 2 9 6 * n- Kt"^ ^^^^ ^ K Jglt tJS^ 

PERM BP-19 15 (C- 2 7 4 ?:n-K-r*27;^^bJgJt^JJ|m^ 

PERM BP- 5 7 2 3 (C " C S 1 * ^ - JT-^^ ^ J^^B) . 

FKT?M P-12182 (CHV- 8 9*3- Ki-S^^^- K^^^^^^fes) . 

fIrM P-12 183 (CHV-17 9*3-K-r^^9^V^'*^^^*^«^^^ 

o 

ii^h. 3|s:|&gg^ri3V^r^±. A#> ^«9®v><^M?, ^^Mo||i.^75^<b. 

2 0 0 kD. J:>)j?®i::ii5~19 0kD. § irftfitl^ti 1 0 ~ 1.8 0 k Dtf^^o 
10 0 4 81 

2b ^ o 

ffl|iE# 2004-3085966 
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9/ 



TL) . mmmmv^''^^ it id . NKaB)ia^**^if^>tt^o 

i^SofflkMi4v >'^^^<^m^:^^'±> "^-f^^^^lr:^ "^"^.Uflli^?? 

J° Ic.^ «<^Ma^«'i4u y^m<D^±^m:^mxit^ ^m^^- 5-20 %<7)jftL?t • 

[0 0 5 4] 

immmm mt LX^i. #ic|sa3fe{i^rv>**. «?Jx.{ir 1 c e 1 1 /m 1 ~ 1 X 1 0 c e 
1 1 s /m 1 , ^MKii Icel 1/m 1-5X10^ eel Is/mK t-^^ft- 
{±1 c e 1 1 1 ~ 1 X 1 0 ^ eel 1 s /m 1 $ tt;g, „ * fc. 

CO ic^ssm-f ^ vi t § s o 

x.tf, «f>Sl't±0. 0 1-1X1 0« U/mK J:'9»iSi;{iO. 1 ~ 1 X 1 0 * U/m 

taiE# 2004-3085966 
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y : 10/ 



?fSSt?^I?iIo B^M<^^^^^#'bti.t..f#liRI 

i^r^fflL-srii^o 2/1 4 4 8 i-^^-«>7V'-;' MciBm$tt/i. m<^mm£mm 

(B) CD4 4U39'>K*'CD4 4iI*S'^tSC:i:t::J:'9^-*'ptt*--^^-:^^^=^*ll<«'l'^ 

ttiiE# 2004-3085966 
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^-v: 11/ 



[0 0 6 3] 

:*:^W^c:fev^-cml2:t^fi^^<73#^ET^:t±^ ^fl&^#liU il^ft/itife 

itjf#tcpi^-rs >^<0-C{±^:\/>:;5^ ■Wx.if^ ^tf*L<{iO. 01~10000;« g/m 1 
. J; Oifft t < tiO. 1 ~ 1 0 0 0// g/m K tcSfS L < {± 1 ~ 1 0 0 gXm 1 

[0 0 6 4] 
[0 0 6 5] 

[0 0 6 6] 

mx.i£. y^y'u^i^^><Dyyir;t >V<Dm^itii. mm<^^n9 7/1 8 3 1 8-f- 
/■?>7l/.y h, ^ribtKirSfig^ia^O 0/0 9 16 b jc^ft(0:&*felwi; 

[0 0 6 71 

^#i5J:O^J£:^^«(7)i!'-*< i:fcv^-rtt:*»l^*ff^rofcaia^#tt';>/'«^t;Jfci5! 
L-C:tjt'5:I L-2 R|&mSOltJnl**Si^)^)^^*o iCl-e, I L - 2 Rl&mfi{±^^<^:^ 
ift, trtl L-2 Rtn;«:S:1SlfflU-Cfi!5fe1-*c:i::*?-C^^o 

10 0 6 8] 

±iB<^J:9 13, :2fc|&^O^J*t' i •5#^*t.^c»^#14U >^>-^t4 I L-2 R<^I&K* 

^'iiiDLTv^-So I L-2 Rli^&tt'fbTi!ffllfeOT^3f&m1-^®^!fe'fbv-*~•eab^)> 

[0 0 6 9] 

tfz, J: i^^ff? tLiSM^^tiU >/N-^t±. i L - 2 R <7)^^a*«iij!jp 

[0 0 7 01 

ailE# 2004-3085966 
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^-y : 12/ 



«L=5:**<bCD8llteaafla^^>">'«yf-tcf 4. ^ D 8 

«aifeit o^i'^'fc v^sfflfla^B -e , c D 8 m^mmitm =^ ^ * 2* f J f ^^IJ 

o 

miE# 2004-3085966 
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^-'j : 13/ 



vio^-^, m^immm^^') y^^^immmm^') * 

11^:^^ K-MHCm'g-#;*^M^-«^. -?-LTi:fi:^lSjSBB&«0^|?^£«:FAC S (fluoresc 
ence-activated cell sorting) ^^-t^ ^ tiZX 'omm^^^V >^m<Dmiimmmn. 

[0 0 7 61 

<^ m-M'Dmii^^mi^^m^fi^^n^^mmir^^t-fy'x^. n^ii. 37^. 5%co 

& o 

[0 0 7 71 

•r ^mzmmLx^>^^umM^»(omm (cmM ] ic^-t-sM^ (mm 

{± 1 X 1 0 « c e 1 1 s/cm^ iiiJ!a««fi 1 X 1 0.« c e 1 1 s/inim±01lS 
loo 7 8 1 

. J: I51i;v^4£;lc^#^*#*^:v^9m-'^:*^^. S^^SiCti^ ^ ^ iJ^ > "7 ^ > h 

. mmmt^m^^^^-C. tie (a) ^XXJP (b) ;5^(bS*^$tL*^#SrS5;^:-r«aii&l:Sri£ 

el l/cm^ ~5X 1 0' eel 1 s/cra' . i •jSfitlCtil 0 c e 1 1 s / c m 
-1X10^ eel ls/cm2, #irjfittc{i 1 X lO^cells/cm^-SXl 
0* c e 1 1 s/cm^ "Cab^o 

ffliE# 2004-3085966 
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^--j : 14/ 



. itJMl-tilOce 1 1 s/ml~ixi0^ ce 1 I s/mU 1 X 

1 n 2 r 1 1 s /m 1 — 5X1 0*ce 1 1 s /m 1 "^S)*© 

ri^-tttlf J; < , {JJxtf, iXlO^-^cells/ml ***fiS-C-**o 

* n E B V - BiNaj!&**?i«-r s-«rtitt*sm-t-* i t t&^t- § . * ^ 'S^^asa 

m ^12# |g4047~4053H ( 1 9 9 1 ) «r#M3 o * /c, JrEllli/rclbSr J 
Ilisa^^Sk^^^a- (process) i-^tl^^^^^-^lC^^^JJ'l^-S^Sf l^S 

i^°|:4?9^^:fev>t:'Kffl$^^a«t:K^4#^;RB5fe$*^*'^><^■c^^i*<^ ^^^^^ 

r 0 0 8 6 1 

-r2.fe*J-t±. lRlx.JfX«a^OjJc#]-mRSltt;t{±^<>-^'<:>>' (mi t omy c i n) 
[0 0 8 8] 

fiifE# 2004-3085966 
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: 15/ 



{4. <2r4nfio^# m^is> mmx^. v o i . 1 4, no. 2. p 2 2 3 --2 2 7. ( 1 
995^) immmm. 17. (6) . p 1 9 2-1 9 5, (1 9 9 1^) .the l 

ANCET. Vo 1. 3 5 6. p 8 0 2 -8 0 7. ( 2 0 0 0) ; C u r r e n t P r 
o t o c o 1 s in Immu nology, supplement 17, 

I T 7 7 *#p] {ctjfex-ifiv^c mm^^^ami'f&Mii-^ < ^ atwsaM^t^'i^ffl 

^tL-s^ft^-ffiiV-si -Pil^t^^ 371C. 5 %c o 2 ^<^^f^-e^«i-^ - t 

=Sr^^^^i: L-c-^;tL. *-o]iii?tS.r;fjflillo^'g-«**o ~ 5 %*#-e*&«BiiaMtt 

& o 

aiiE# 2004-3085966 
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^-y : 16/ 



[0 0 9 5] 

m-f^o tf- :^^mii. mmvy'^m^m^i^^tLx^^-r^mm ix^mm) 
■f--5o mz. mm')>^mi:^^-r^mmf&mMiim=T-^^m^^<D^mKmLx\.>^o 

-r^^m:ttVz^^-t^^ti>^x^i>o i-^j:^^^ ^^mit. ^<D-mmtvx. mm 
*i«-r*o i^^^ ^tm=FmxMMi<ovyymKMLxi>v^x^&:iti 

i^Som^snv v^N-^^^isat:^*. >^m<o^i^fm^^in 

[0 0 9 8] 

2 004-3 085966 
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^-v: 17/ 



rr^mw^^ '^^'^^•^'^ ^ ^^^^L^ 7^\J! V^Z 

i! ? n ? i ^ - ii> mm^i^^- $ tt;5> ,^Ba<osfe-fe#D N A f ^ 

S o 

10 10 3] ^ 

2^l&pJ^ci5v^Tm^#ft';•:^^^"^^^SA$^^^^1-5l^^tte^^^^i#^-PS^^±'S: < . fl^ia 

«|Sia^x.t; J: mKMm<D U >/^•^Oi^fe#^lf A-r ^ - i: =Sr B 65 't'^l^Si!? :«.5 

o ^^J»14itf5^fc LTW. -^x-tf, #»J»tt3t«^- (multidrug r e s i s 
tance gene) A*IR|7In$ tL*o 

fLi>o 

10 10 7] 

m»E#2 004-3085966 
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^^z;: 18/ 



[0 10 81 

(1) :7'f ■rn;t.^'^>'77^^^ > bcopm 

t b7-<ra:^i5r^-/fi5^«^>79i5^^>> H-2 7 Es c h e r i c ^ i a 

CO 1 i HBIOI/PHDIOI (PERM BP-2 2 6 4) i ») . ^i^Sltf^^l^ 5 
. 1 9 8. 4 2 3-f-?S«B«t'fa«^<^:^^^' J: "^^mLfCo 

t/' 11 ^7^y^^^'f->S*07 7^^^> b H- 2 9 6, CH-2 7 Is t.H- 
2 9 efi-ettWs Escherichia c o 1 i HB 1 0 1/PHDl 02 (F 
ERM BP- 7 4 2 0) . Escher i Chi a co 1 i HBlOl/pCHl 
01 (FERM B P- 2 7 9 9) . E s c h e r i c h 1 a coli ILC 
PCH10 2 (FERM BP- 2 8 0 0) ^fflv^. rnSr-hlBO|g«B#tciB«0:&te-C 

}tYy^fvt^i^^yA^<oyyV^yV C- 2 7 4 t±> Es Che r 1 ch i a 
coli JM109/pTF7221 (FERM BP-1915) «-fflv^, ^fL^i^ 

^\-y ^^xi^^^^y^%<ny'7^^yy C-CSlt±, Es che r i ch 1 a 
coli HB10 1/pCS25(FERMBP-5723) =Srfflv>. B^#i^^3 1 

th7^5n^i.^>*5fe077^^>b CHV-89, CHV-1 79{±. 
tLEscher I Chi a coli H B 1 0 1 / p C H V 8 9 (F E RM P-12 
182) Escher i ch i a coli HB 1 0 1 / P C H V 1 7 9 (F E RM 

P- 1 2 1 8 3) ^fflvv ^^^^2 7 2 9 7 1 2 -§-?^ffl«=t^lB«<^*^-^*&^ ^ 

^^f^l^yY^u^^^y^^coyyif^ y b CHV- 9 0 J4B^#I^ 2 7 2 9 7 
A? KpCHV9 0*«^L/^dx:> «-/9>^5 K*^S>ir-t-*3^®«elft#*^^l^^ 

Zvy^-:ru^^^ym^<Dyyir^yY CHV-i 8 l«, Slll^&ia^ 9 7/ 1 8 

3 1 8 > 7 k b tCiBm<^^«^. CHV-181«r::^-Ki-^D N A|^|-t- ^ ^ 
Irichia coli HB10 1/PCHV18 1) S:^«U -t 

laocHv - 1 7 9 tm^<o-)sm-cmm^\^tio 

10 10 91 

(2) CHV 9 2 

±|BO.i^';^yf-KCHV-l 8 I'Sr^&m^-^^^fe'^^^^J K PCHVl 8 lie 

1 ^-/V^^? KCHV9 2^m^LfZo X^m'^iiB:¥mff^2 7 2 9 7 1 2-§-^«a#i^iB 

KpCHVl 7 9^^<bOl II-l 4 3-K||ilS<^X^^<^l-mt:Tfiro 

^^lfa<75y7;^5 FpCHV9 2T-5gK^m^ttfc:^MmHB 1 0 1 (E s c h e r i c 
hi a CO 1 i HB10 1/PCHV9 2) *^^U ^^»J: ^) H^#f 7 

2 9 7 1 2^§§,^BI»mmoCHV-8 9>K';-5^f-K«i®Si:^^t-i«^l^-^^®*^^*^ 
V^, ffl®iCHV-9 2^fp*#Jto 

[0 1101 



^V.^^f-KH- 2 7 5 -Cy s«rl&m$-**/i*<^^7JX.5 K{iJy>TtC7n-t-^#l^tJ6 
oT=l^L7^:o E s c h e r i c h i a coli H B 1 0 1 / P C H 1 0 2 (F E R 
M BP- 2 8 0 0) X^-^^P^^ KpCH10 2^l^iiL/co h'^mMt 

mm^2 004-3085966 



4fffi2 0 0 4-1 1 5 6 4 8 ^-i^ I 19/ 

ol, BamHI (fc t * ^ttSS) -ermbL/.m. ^ c o I , B a mH I ^rj 

Kp RH 1 ^r^llL/Co 

^°iU'5<^^-pINI II-ompAi t^-^l-^^J- t.^^v'^n 
b T et al ) . EMBO J . . ^ 3 ^ 1 0 1^ 2 4 3 7 ~ 2 4 4 

2K (1 9 8 4) ] *BamHIi:HincII i^^^^U^nW tjmitl..J)^^ 

=}tV^ 1 acT'a^-^'-, ^y^•'J>^'&K>'<>=^r3-K•r*DNA»fM■^5J:^^U>}«y 
□ ^>;^^_5^_^-^i<75jltr'^tr7'9:^5 KpRH 1 -T«:#^o 

^■oy^H Kp RH 1 -T^flSi: t, @e?imoiB?"J#-^ 2 2 ir;^^@a^J?:^-r7'9 

oeliScal C^' * 9^nM ^i-ttii) fcmitLXn^fi^ 2 . 3kbODNA»fJi: 
y^^?KpRHl-T^SpeIfcScaI C^' * *t±m) i:-C-?W^fcL-C#^ 

k:2.2. 5 kb(^DNABf>tfc*m'^tT7'f^-'>3>*«^^^ ^^^^T^^aT^ 
V s=^#/'o ^^9^5 Kl-«i^ «f|B<7)H-2 7 l<^)N*3S1B5liMe t -A I a -A 1 a 

2 7 5 -C y s K^tL-CV^So 

i^l-KH- 2 7 5 - C y s liiikr<DijmzX lomMLtZo ±W.<Of^7. 5 Kp R 
H-Cy s-e?^5tm$*t-^:^MHB 10 1 (E s c h e r i c h 1 a c o 1 1 H 
BlOl/pRH-Cys) * 1 2 0 m 1 <^ L B^ife^', 3 7 X^X^ l^^mLfzo 
X^mUi^fzmi^^iOml(Dm.mmmmm CSOmM Tr i s-HCU ImM E 
DTA. 150mM NaCK ImM DTT. ImM PJfSF. pH7_^5) U| 

^(50mM Tri S-HCU pH7. 5 ) -eWfc$ b 7 7•-'^^^ U 

0--1M N.ac mat^se^^^oiftM^^Tet-tfM^^fojo jmjjsDs-ju 

}V7 5 Ky;wK^«-e^Wt, H- 2 7 5 - C y s 
feTiiimH- 2 7 5 -C y s^a°n«r1#/^o 

mmmi ^ mi.mi^iiii:m^^t:L AKmm. (Lymphokine-activated 
killer cells) ^^^tl:felt*4fi::fe^«^<^i9J^ 

j#*PB S (-) X'2m^^V. Ficol l-paque (7 r )\^-7'y7^m -hl-^m 

mlx5oo>^sx2o»m^'t-^»m\^i-zo ^mm<D^msssLM^mmi& (pbmo 

.V VT»lpljr7 mmhtzo WilL\^fzPBUCii9 0% FBSCBLo Whittake 

^42) /io%dmso (siGMAtt^i) t^c^t^^^m^Kmmu mi^^m^r^x 

^/ml DNasT (C a 1 b i o c h e mttSS) ^^tfRPMI 1 6 4 O^ik (B 1 

tlliE# 2004-3085966 
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✓vi- y : 20/ 



10 1151 

(2) V CD 3in,i^is xx/FNy ^ y h^^it vr.»i:.xT-, - v k *. 

conttm) mi::bCD3^<*: (^^-fey^Wia) ^^^f ^ ;z g I ) ^ 
•^irPBSSrlml ( 2 45^7^^- b t/;t±2ml (12. 5cm 7-7J^30 

^^i^i-yy9ir>^y\^ (FNf r) =^*?-lg^l 0^ g/ml < 2 4 yv^V- b f 
fc{±2 5A/g/ml (12. 5 cm2 ^^T.^cDJ^'g-) ^i^^^ i ^ t^^^iOL/co ^t.^i: L 

EmicJi«ltt(i(D^^#*t)&>^.tit# • FN f r t^trP B S «r^|12f ^^-^^ 
BSf 2ia. XVIVO2 0^* (Bio wh i t t ake rttSi) T?lia«fe#U«-^ 

[0 1161 

l%HumanABJliLm«r^tfXVIVO2 0 («T 1 %X V I V O 2 0 tR&t-) 1^1 
iTx/F N f r 7- V - b 1 m I /"J^ - o S i . S^ztffi 1 0 0 0 U /m I i: * 

-c-t^mmLtz (mmoBS) o ^mmt^mBU. saai^fii 0 0 ou/mi<^i l- 

2«:-^tf 1%XVI VO2 Oi:lmlX'y:^}^irommLfZo 4 H g tiM 

1 %XV I VO 2 0?rfflV^T*«lLfcJg«feL4r^*>®^^bLTV^'&V^ifUv^77;^3j;^ 
L $?-itJe5 0 0 U/nil fc^r^J:^ IL-2=S:^linLfCo ^&*«rmi^t, 2~3S«:J:: 
^«ri^5 B @ 1 %X V I VO 2 0 «rfflv>T:^fit*l-zt«3 0 0 ~ 5 0 0 U 

>m 1 ^:;i> i M L - 2 ^^JntfCo l#^Pi$&m 1 1 H Sttzii 1 5 B > 
10 1171 

[^11 



.. ^ 


ifamsg (%) 












1 1 0M 

1 1 

iinm 


CH— 2 9 6 
H- 2 9 6 




X 2 5 2 
X6 7 0 
X 6 1 5. 6 




1 5 0W 

1 5 era 
1 5 era 


nm (FNf 

CH- 2 9 6 
H-2 9 6 




X 4 0 3 . 2 

X 5 8 8 
X 7 0 8 



(1) LAKM<^^#*5J:Wfl 

tb|E# 2004-3085966 
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^-'J : 21/ 



0 5%$7t{±l%XVIVO20lClX10^ ce 1 1 s /m 1 t^ji^^n iz^mM 

1- (1) -eisi!iL7tPBMc=^M^^. nmmi- (2) -^mmi^tim^ h cd sui^- 
;v-f<3t§. 0 0 ou/mi t^r-s idi'i L-2 mwmMm^tM) ^mtav 

a. 3 a gl^ti 1 0 0 OU/m 1 OI L- 2 =^-^tf 0. 5%t7tf±l%XVI V0 2 OS: 

lml/'>i;i'-f-^»tfco :^«rj|^&m4 BglCtiMO. 5%$^cfi 1 %XV I VO 

ou/m 1 t^^x^ I L-2 *^inL7to 9 H @ t'ti^ife^^ 1 " (2) tmm 

mm5o ou/m 1 t^&j:^ I L-2^mmLfzo mm^P^i 2 aaiwSMao. 5 
%tfs:{±i %xv I VO 2 0 im^^x^^Ltz^mwL^^i>mMitLr\.>^j:\^^m\^^^yy 

y^aizm-L. 0 OU/m 1 i 9, 1 L - 2 =Sr?^]&D L/Co ^#BB*& 1 5 Bgf^ 

[0 12 01 
(3^21 



^2 

(%) 




mm 


i^gB^9 0S 




0. 5 
0. 5 
0. 5 


Seffig (FNf T0mMit) 
FNf r^H^fk 
CH-2 9 6 


$i;CD3 

in[CD3 

CD3-K:H-296 


tt:CD3 

CD3-K:H-296 


X 1 3 
X 8 8 
X4 1 0 




^ll (FNf r^mmi\^) 

FNf r#^@^^b 

CH-296 

CH— 2 9 6 

H-296 

H-2 9 6 


^CD3 

^ CD3+CH-296 
fet CD3+CH-296 
fet CD3+H-296 
1StCD3+H-296 


^CD3 

CD3-K;H-296 
^ CD3+H-296 


X 4 0 3 
X 1 6 2 4 
X 5 8 8 
X 3 5 6 0 
X 7 0 8 
X 3 0 0 0 



10 1 2 1 1 

m2iz^^fi:bx^iz^ jS:i3km<DsisLm^^A.ti^i&irm^-xiDLAKmm,mmw^mis 
xxf^mizm^ML^y-i^^^i'^^^yy^^ > y^i^zfmcDsin.i^^m^'itLtz^ 
mmu^nmLfzm\zi3^>xit. Mmmzii:mvxhAKms^<^iu-^^mmi>m\'>o 
h (Diui^^mmt. L A Kmmmmm^misii v^^m i::^ »> l^c d a m#^<^* * 
itLi-z^m^^^nmLtzmz^if^u.±^mmx 19 =b{i;s.:&-j'i^v>^><o-e^o/^o ^'S: 

i:m^^xmmi-&^ti,zxy)^ ®im&<^!ia.m^^A.fimmi:m^^fzm^x-i>m\'^iiti±^m 

[0 12 2] , o 

mmms ^5iB.m^mi:m^^tzLAKmm^mmiiz^if^ih-2v-^-^^- (1L-2 
R) §tm.<Dm^ 

(1) LAKm^<7>mM:^^rf*sm 

mmm2- (D i;|^#0:^iS-eLAKaaJia«r^S-:©«L/io 
10 12 31 

( 2 ) L A Kmmz^\1r& I L - 2 Rl&5I^OillJ5^ 

^ife-^ja- (1) fpMLTt 2 X 1 0^ eel 1 s <OLAK«Sr 1 %^^"7>^;^AT;^ 
rii K {:^*7-fx7.^=l±i!^) «:-g-tfPBS (- y JJf. ^ ttit) *fflv>-C®^L^cfi:. PB 

mfE# 2004-3085966 
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22/ 



S-^m^\^fZo @5g«*l%BSA (S I GMAttM) ^^t^ 1 0 0 I <OF B S ^iZ 
MML. F I TC^^-^'i'^^ I gG 1 L< iiF I TC^ISl-^^^^^tVi b I L- 2 R (C 
D2 5) {ti>\ZBAKO^m) ^r^tnm. ?X±T-3 0 5^K-f b tfco 'f 

SlrSLTto «lom*FACS Vantage (^^^ h > • f-f y V >1±ISt) =Srffl 

3 JC^^o ;d-;&»-S.^t?{i I L - 2 R^Mmitmflk^mm (%) * I L - 2 Rl§ms^ (%) 

10 1 2 41 
[^31 











^mm^ 9 0 


I L- 


- 2 R^S^ 


(%) 










(%) 


0. 5 


(FNf r#@5t^t) 


$ft;CD3 




3. 


4 8 


0. 5 


FNf xiim%{c 


tn;CD3 


^tCDS 


4 3. 


2 2 


0. 5 


CH-2 9 6 


it CD34CH-296 


trLCD3-K:H-296 


8 1 . 


1 1 


0. 5 


H~ 2 9 6 


tt:CD3-Hi-296 


it CD3+H-296 


7 1 . 


4 9 




(FNf r#H^^k) 






8. 


0 2 




FNf r*@S^t 


6tCD3 


^CD3 


4 2. 


8 




CH-2 9 6 


tt CD3-K:H-296 




5. 


9 1 




CH— 2 9 6 


ttCD3-K:H-296 


^ CD34CH-296 


7 7. 


9 4 




H- 2 9 6 


to: CD3+H-296 




8. 


9 4 




H- 2 9 6 


trLCD3^fl-296 


St CD3+H-296 


7 0. 


2 9 



10 12 51 

^3 \z.7fi%M i 9 'fg;i^;KOJ^il^t=S^-^^/c^i^il=S:ffiV^t:(^L AK«^#*0»i3i 

. ;^^4'<7PLAKmOTJttci3tt'2> I L- 2 R^m^*lii<MS^^^i^^^'C't^-o 1" 
55:*p*.MJaPOJliL?t =^-^^/i^^feS:fflv^T L A K,m«r^Si-^l^i- ^7 >f ■:^n ^ ^ > -7 

>h=Sr^:fiF$-^*Ctl^J: «5, I L-2 R|&a^*i^< L«:i&«P> L AKJfflfl&*^^ 
[0 12 61 

IIMW4 1i:JliLTt^«l*Mv^jtLAKfflli&*ffl*l^i3»t*CD Sl^tt^W-^^tifc^ 

(1) LAK«8Jia<^fl^i5J:lK^SI 

^ife^?!l2- (1) fc|SI«|o:&ft-CLAKiBBia«r^0- ^^L;^o 
[0 12 71 

(2) LAKi8Bflair:fett^CD 8|^Mia^H-&^ib^<^«l^ 

^ifeflI4- (1) ■CiS$aL/c2X 1 0^ c e 1 1. s AK«* 1 %^^"7'^;UAT;^ 
f't: K (■:^5!; v'f x^^^±Sli) =Sr-&tfPBS (-v'^^-f ttSS) «-fflv^T@^L7tm, PB 
St?i5fe^L/s:o S^MS: 1%BSA (S I GMAtfcSii) Sr^tf 1 0 0 l<^PBSff>l- 
!g?St. F I TC^m-^'f^ I gGlfeL<{iFITC«ife-7'>;^^l:hCD8tt^$ 
«>tcDAKOM) ^X±-e3 0^^-f M-^^o ^v^^^-b^s 

»«-PB STTjfe^L, Ml %/-?7 5^;i'AT;i/f K«:-^tfPB Sl'Jf;?St^^o ^<^iP 
la^rFACS Vantage (^j)^ h • y'-f y ^>'V:^ttil) ^rfflv^^^n— ij-^ h 
p« fU-tc-etL. CD 8|©14iaajiaw-g-:t^«:Til5feU^o ^:^*^.4 iCTfC-fo 
[01281 



ttiiE# 2 0 0 4 
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^-y: 23/ 



[^4] 





(%) 






BMW 


CD8lgl4Jl»IJia 

(%) 


0. 5 
0. 5 


(FNf T^mMit) 
CH— 2 9 6 


tt:CD3 

ttCD3-K:H-296 


^CD3 

^ CD3-K:H-296 


2 6. 95 
44.6 7 


1 
1 
1 
1 


nm (FNf x^m&it) 

FNf r^m^it 
CH— 2 9 6 
CH— 2 9 6 


^CD3 
^CD3 

$t:cd3-k:h-296 

ttCD3-K:H-296 


trtCDS 

CD3-K:H-296 


5 3. 26 
3 5. 5 6 

6 1. 2 9 
6 2.58 



L ^:75«ib L A KSBJia^r^S • ^Sl-r C & i t e> 1 3^ o Tto 

[0 13 0] 

(1) LAKiffiiJiao^^isit;^^^ 

Jfart^-^t ^:v^ X V I V O 2 0 (mT 0%XVIVO20i: B&i-) 1 X 1 0 ^ eel 

1 s^mi trj:;i>xvKmmmi- (i) -cmuLtzF bmc ^mm^^. mmmi- (2 

) -effSaU^fiili ^CD3^#:®^^b■/^-^^ ttam^^ CD 3^i^:^XV^FN i r 
m^ih-fV- Mrim 1 /'i7a^;i/-rot ^itKl 0 0 0 U/m 1 ii^^i ^t^I L- 

2 (Jgg^^il^ttm) =^»L7to C:tL^<D-/l^-h«r5%C0 2 4^3 7lC-eigilL^c ( 
^mOBS) o mmmitbm2aS. a HgtcW l O O OU/m l <Ol L-2=S:-&tfO%X 
V I V0 2 0* lml/"i':n;u-fo^*DL:^^o :^fll^i&f^4 H S t^t±®l: 0 % X V I V O 

OU/ml fc^r-Sid I L-2^:^inL/Co ^m^mmL. 2 - 3 Bm^^mmi&S BS 
i:TOi;®l:0%XV I V0 2 0«:fflV>T^«iL«^»SE3 0 0-5 0 OU/m 1 fc'S:;!) i 

9 I L-2*Mb/^o ^m^i^^i 1 Ba^7^{±i 5 Bg^c^';^^">':/;^-^fe^^^"c 

[0 1 3 11 
1^51 





jk?»JgS (%) 






(»^) 


0 


1 1 0W 


(FNf r^B^^t) 


3 6 


0 


1 1 era 


CH-2 9 6 


10 3.7 


0 


1 5 Bffl 


MSa (FNf r#N@^ik) 


7 6.3 


0 


1 5 


CH~2 96 


1 3 4. 6 


0 


1 5 era 


MRS (FNf 


28. 8 


0 


i5Bm 


H-2 9 6 


4 6.8 



^5 iZT^^it^Ho j(iLit^-g-ti:V^;^ai=^fflv»-C<^LAK«S^^lD«Stc#-7^ r 
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^-y: 24/ 



[01331 

6 itjfiL?»^«i-e<^LAKiffla&^«mii:fett*jit:fe^«^<^tao^ m^is^LprnK 



(1) LAKm^<^^^^^^^^ , , 

0%XV IVO20lcixi'0* eel ls/mli:^^i^ ir^Jfe^J 1 - ( 1) 
mL/cPBMC^I^?St^> ^Mf?fll- (2) -epSilLy^^fc bCDS^M^'fl:-/!/- 1: 
. t/cJlJSli hCD3^'»:*5J;l>*FN f r Bfe^fc-^V- Mr 1 m I /'^'.^^I'-r^* 5> ^ 
iiJgl 0 0 OU/ml t'5;;i>i9l^I L-2 (mS^aii^1±Sa) tr^iJOLTto itLibO:/ 
lx-h*5%C02 ^-S 71C-C^«L7t (J§«OBg) o :^«B3*&m2BB^ 3 Bgtrtt 
1 0 0 0 U/m 1 OI L- 2 =Sr'^trO%XV I V O 2 0 1 m 1 x^V-f -^^intTto 
^«^$&m4 0glCt±MO%XV I V0 2 0 tfflv^-C^&flL/c^«?S^:W*S^<bf^ 
v^=5:V^SfLv>-7^>^3lc^L. 5 0 OU/m 1 ii^i. I L-2«:^iPLf^o ^ 

«P^$&9 HSHf4^*fe^«Il - (2) i:|SI:m<^:^«-e|SSlLfceut hCD3^#@^<fc77 
tTtJitrCt: hCD S^^^iSiCi^FN f r®5fe'fl:7 7;^3 (fc/fL. S^'fbl'ffl v^;|, 
tfCli hCD3m#<OiiS{±0. 5/. g/ml i:L/c) Ml: 0 %X V I V O 2 0 Srffl v^T 
5&flL/^^^l?et=S:^L. *^iSiS5 0 0 U/m I i:^:'5>.td I L-2 4rWbyi:o 
1 2 BSI^MM0%XV I V0 2 0«:fflv>-C^«?L7t^«?l^«r^^SI^<i:L-CV>^v> 
§^tv^7 5 7>3lCi^L. *l-si)S5 0 0 U/m lt^:^J:dIL-2 SrttL/Co ^#11^ 

[0 13 41 
[^61 



^6 

(%) 






1#^M*&9 0H 




0 


(FNf r^H^^l:) 


tS:CD3 




X 2 9 


0 


FN f r#@^^k 


fctCDS 


^CD3 


X 3 6 


0 


CH-2 9 6 


itCD3+CH-296 




X 5 e 


0 


CH-2 9 6 


$SCD3+CH-296 


^ CD3-ICH-296 


X 1 9 9 


0 


H-2 9 6 


- tfcCD3+H-296 




X4 7 


0 


H- 2 9 6 


ttCD3+H-296 


tt:CD3+H-296 


X 2 0 9 



[01351 

;fc^^^{4. L AKMilS^«Ije^iW«8l^^<?iSL^CD3^^^0*.4r@5g<bLyi 

KYimmMmMm^i^wmz.-7 ^^'^^^'f-yy'^^^ ^y hi3j;c>'^cD3^'flt*fflv^ 
na^-iis • - ^ **"r^fe'^*>^ ^ ^ ^ ^ * ^ 

[01361 ^ ■ 

|life'py7M?t^*li=S:fflV>^L AKTOl&^^i;*5«t'5 I L - 2 Rf&iao^S 

(1) LAK«BB&<7)ilS*5J:W^ , 

^ifefiHie- (1) fc|WI«I^O;irffit?LAKffllia«:^^-i##L^o 

[0 13 71 

(2) LAK«Bflat::i3lj-'5) I L- 2 R|&a^<^iail5e 

(2) ^:ifi«i©:^jsr. I L-2 Ri&iai©tt«aJia-^^^*fflo^L:^^o 

^^Sr^7 H^-to {± I L - 2 Rl&iai©1±«8lia-^^^ (%) S: I L - 2 Rl&P 

^ (%) ^S^-t-So 

miE# 2004-3085966 



4f ® 2004-115648 



^--J : 25/ 



10 13 81 
1^7] 



^7 _ . 










I L- 


2 R»S^ 


(%) 








(%) 




0 


MRR (FNf r^B^^b) 


titCD3 




1. 


7 


0 


FN f xifmmc 


^CD3 


^CD3 


5 0. 


5 


0 


CH-2 9 6 


itCD3-K:H-296 




3. 


0 


0 


CH— 2 9 6 


Jft:CD3-K:H-296 


CD3"tCH-296 


8 2. 


2 


0 


H- 2 9 6 


iitCD3-tH-296 




3. 


2 


0 


H- 2 9 6 


i5tCD+H-296 


^ CD3-m-296 


9 1. 


9 



[0 13 9] 

f#(??LAKmOT±t;i5tt-& I L-2 Rl&a^?r^i;<ilS-t^>::i:*s-e§^o f 

t {- i I L - 2 R|§31^Sr^S< L^&d^lb L A Kaana^rflli • :^^-t^C: 
[0 14 0] ^ 

Hife-Pfls iijflivt^flfe (A IMV) *fflv^/cLAK«BSai&^^t^:^tt*i£:^^§l^<^ii"te 

(1) LAK«lfla<o^^i5J;rf^m 
mfe-eaiS- (1) fc|W1^0^i£T-LAK«*l§S • ^^Lito fc/fL, CKD^^II-ta 
i§Ab«-jflL^*-g-t'5:V^AIMV*ttfl >' if b o i^oL ^ttSi. ^TO % A I MV iiB&i") 

10 14 11 
[*8l 













0%A IMV 


1 2 0ra 


MRS (FNf r^^HS-fk:) 


X 2 1 


0%AIMV 


1 2 0rfl 


CH-2 9 6 


X 1 1 0 


0%AIMV 


15 0^ 


(FNf r#@Jfe^b) 


X4 4 


0%AIMV 


1 5 0ra 


CH- 2 9 6 


X4 9 8 


0%A IMV 


1 2 0FbT 


*tRa (FNf r^B^-fb) 


XO 


0%AIMV 


1 2 0Ffl 


H-2 9e 


X 3 3 


0%AIMV 


1 5 0ffi 


(FNf r^B^^b) 


XO 


0%AIMV 


1 5 0ra 


H-2 9 6 


X 2 4 5 



^8 tc^^tt^ i^lw. jfii?»«r'^t^;v^:^Sfe>&^v^-COLAK^Sa^S^S8{::#7>^ :/ 
TLA K^!&Oj£;>c^#^5{»«itl v^o * C 0^&*{±telfil?t^Sffl O^^^^Sfe «r ^ x. T 'fc l§ 

10 14 31 

(1) LAK«Bfl&<^)SIS^J:'yf^« _ , 

XV I VO 2 0 (jflL^t=Sr-^t*v>) m X 1 0 ^ eel 1 s /m 1 t=5:«. J: d ic^™ 
1- (1) -e^SaLjtPBMCS-HrSm. ^ifef^l- (2) fcIs|1tco;^i*t?iimL/cgLt: 

aifE# 2004-3085966 



#K2 004-115 648 



^-V : 26/ 



b CD3tn:#:@5£'(b7'^- tfzim^ V C D 3 *fD#i3 <t U^F N f r H^^t 6 x 
V~ Mclm 1 /■J'x;i/-roi XVIV02 0 (Jfllft^r-^t =&v^) 4inl=Sri]nx. ( 
1X10* eel Is/cm^), -^^^zf^mStS 0 0 U/m 1 fc*SJ:dHIL-2 ( 

mwtmmmnm) sr^finL/^o c;^^^o7'v- 5%co2 •^'S 7t:T-^^L/c 

0 B B) o ^mm^^2 eg. a BB, 4 agl-ti^l-itSS 0 0 u/m 1 h^rS J;o i 
L-2 «r^tnL/Co :©«=fr«L, ^^Bfl^f^ 7 B S^l^ 2 - 3 B^JC^^SIfiE 5 0 0 U/ 

1 5 B g h v yN->'y;v"^fe^t::T^Mm«-ftiaij i^mm«^n(omm, 

[0 14 41 
[^91 



^9 












1 5 0 


^i-m (FNf r*ll5S<k;) 




1 5 sr^ 


CH-2 9 6 


X 6 4. 3 



(0 14 51 

h^;2>^fc'5:Lir:^«ga*&mi 5 B g i;ii;v^4£:*::^3l^*'#*b tLyi:„ ittlci^LTMMS^ 
T-{±:^«M$&1 5 BB't?^>^^i:^iflililL^55>o/co -t-'5:*5*.iEJflL?t^SfeS-ffiv^-C®,« 
L AKM^rSl^i-^^t^'^'f 7'n;f.^'-^>7 7^> y Y ^^^^^^ ^t\,Zi. 

10 14 61 

1 0 itJflltfm^fflv^/^L AKiSBia^^^t^^tt'S. I L - 2 R|&m«OE^S (M 

(1) LAKmm<7)mmisxzr^m 

mnmd- (D i:[S|*!^(0:&fe-eLAKSfflJ3aS:MS-:^^L^Co 
[0 14 71 

(2) LAKjfflnat-isits I L - 2 R§tmm<om& 

mMM3- (2) i:|WJ1t<^:'J^"C% I L- 2 R%|l^tt«-&^^=Jrii!l^bfco *t*=S-^ 
1 0 Km-to Ti-Tti-^m-r^li I L - 2 Rl&mi^tt«^^^ (%) I L - 2 Rl&S^ (% 
) t^TTi-f-^o 
[0 14 81 
[^1 01 



*1 0 






I L - 2 RSSa^ (%) 


1 5 sra 


(FNf r^HS^k) 




1 5 Bra 


CH- 2 9 6 


98. 0 



10 14 91 

l?i:t- Sit ^:LH:^^tti<^ LA KHIfeOT± I' *3tt^ I L- 2 R#m^^r^t^< ^Sl"^ 

. I L-2 Rl&m^*l§i< L=5:75«P>LAKJ|ffl)!&«r^^-^?S^^-i^**^tM'C*ait^ 
10 15 01 

tBiE# 2004-3085966 



#lffi2 004-115648 



y<--J: 27/ 



nmmi i mssim^m (aimv) im^^^rm^LfzL AKmrn^m^i^^''^^ cd s 
(1) LAKmm<^mm^i^v'mm 

[0 15 11 

mmm4- (2) tmm<Dy3m-^cD8m^mm<o'^^m^m^\.fzc ig*«r^ 1 1 j-ap 

-To 

[0 15 21 
[^1 11 



^1 1 





jt^^j'^ f^>':7^ V h 


cD8»iMBfla^*r^ (%) 


0%AIMV 


nm (FNf r^HS^t) 


24. 7 


0%AIMV 


CH-2 9 6 


45. 8 


0%AIMV 


H-2 9 6 


6 2.6 



[0 15 31 

KaHia't' tc^ it a C D 8 ItttSfflflfe-^Jr^ «r its < ^^"t S C i: ^ ;feo i" ^: ^3 *. Jflltt Sr-^ 
t=&V^:^Sb^fflV^-CLAK«Sr^^-r'2.l^('7'f •7'n:^i^f->V7^^^ > h 

[0 15 41 

mMifil2 &Skm^i& (AIMV) 4:fflv^/iLAK«flJja^^mi::i5tt^4£:fe^^^<^tM 

(1) LAKmmomm^iitJ^ism 

nmmi - (3) tisi:fiio:i5-?STLAKm=^^^-:^«t/^o fzfiL. z<Dmmir 

l%i7t{i5%Huma n ABdUvt^r-^tpA I MV:^ftfe (-f > tf h n v i 
^ &.T l%AIMVttzlt5%AlMV tm-t) iZ^Ml^tio i^ik^^l 2 KTi^i-o 
[0 15 51 



[^1 21 

^1 2 











1 % A I MV 


1 1 Bm 


*1-Ha (FNf rf^m^it) 


' X 7 


1 % A I MV 


1 1 0M 


CH-2 96 


X 1 5 6 


1%AIMV 


1 1 PW 


H- 2 9 6 


X 3 9 


1%AIMV 


1 5 era 


*hM (FNf T^m&it) 


X3 


1 % A I MV 


1 5 


CH-296 


X6 5 1 


1 % A I MV 


1 5 BW 


H- 2 9 6 


X 3 0 5 


5%A IMV 


1 1 aw 


J^JS (FNf r^m&it) 


X4 5 4 


5%AIMV 


1 1 ere 


CH-2 9 6 


X 1 0 8 7 


5%AIMV 


1 1 0W 


H- 2 9 6 


X 7 2 7 


5%AIMV 


1 5 


*fR8 (FNf r*@^^b:) 


X 7 7 8 


5%AIMV 


1 50re 


CH-2 9 6 


X 1 5 4 8 


5%AIMV 


1 5Qre 


H-2 9 6 


X8 8 2 



[01561 

mi 2l<Z^^fl^X^K. i&mm<DM.m't^^fzmi& (aimv) ^rfflv^rOLAK^ 

aiiE# 2004-3085966 



S^m 2004-115648 



: 28/ 



10 15 7] 

(1) LAKmm<omm^^ii^^m 

-&^S!lSrl%Huma nABjflL?**^tfXVI V0 2 0«- XVIVOl O^mtfztt 
A IMV^Jfe (JJlT-e-tL-rtLl %XV I VO 2 0 • 1 %XV I VO 1 Ottztil%A I M 

(01581 
[^131 



^1 3 










1%XV I V0 2 0 


1 1 0^ 


(FNf r^HJfeik) 


X4 9 


1%XV I V0 2 0 


1 1 


CH-2 9 6 


X 1 5 3 


1 % A I MV 


1 1 0M 


*hRS (FNf r*H^^k) 


X 7 9 


1%A IMV 


1 1 era 


CH-2 9 6 


X8 3 2 


1%XVI V0 2 0 


1 5 Bm 


StSa (FNf r#^@^^t) 


X2 7 2 


1%XV I V0 2 0 


15 0P^ 


CH-296 


X 5 1 3 


i%xv I vol 0 


. 1 5 0W 


(FNf r^S^^k). 


X 1 1 3 


i%xvi vol 0 


1 5 0Pa 


^ 2 9 6 


X 1 6 2 


1 % A I MV 


1 5 0ra 


(FNf r^^HSft) 


X 7 4 4 


1 % A I MV 


1 5 


CH-2 9 6 


X8 9 2 8 



(0 15 91 

*1 3 lc^§tt>S> i^tc, -@:^tKOJliL^t*'t•^:^^«l^rfflv^T<^LAKm^S^0«8^- 
(01601 

l 4 Sifli^tJtM^fflv^/^L AKM^#^t^i3tt'2>4S:,:fc^il^<^p^ 
(1) LAKSfflflaoil«*3J:r>'^# _ _ 

^jfe-pji- (3) hw^(r>^'^x'L KYimu^mm • ^m\^fzo tztix^. z.cyn'm-f 

;|.^M4-0. 2%Huma nABJliL^t«r#t>XV I V02 0 L7to ^^Sr^l 

4 tc^-fo 
(01611 
[^141 



^1 4 








(f&^) 


0. 2%XVIVO20 
0. 2%XVIVO20 


1 5 0F5 
1 5 BP»^ 


*ffia (FNf r^BJfe^k) 
OH- 2 9 6 


X 1 1 
X6 7 



^1 4H^$tL*j:dtc, mm. (0. 2%) <;r>J^lL^t^:#^/fi#i^^ (XVI VO2 0) 

ttHiE# 2004-3085966 



#M 2004-115648 



^-''J : 29/ 



[0 16 31 

(1) LAKmm<omm^^zf^m 

mmifi2- (1) tmm<o:)jm-^L AKmm^mm ' ■^'^hi'^o ^oi^^^fflf 

0. 2%Huma n A BJfiLf»=^-^tpX V I VO 2 0 ^ttlt 1 %H u m a nABJ^iL^tSr 

-^tfXV I VO 1 0 iZmW.LfZo ife:**^l 5 tCTJx-To 

[0 16 4] 
[^15] 



mi 5 











1 ^-xmrnm 






m 


mm 


0. 2%XVIV020 


(FNf r^mm\^) 






X 1 1 


0. 2%XVIV020 


FN f rl^H^^fc: 


tS:CD3 


*iCD3 


X 9 


0. 2WXVIV020 


CH-2 9 6 


^CD3-K:H-296 


trt CD3^CH-296 


X 8 6 


1%XVIV010 


(FNf r^@;feit) 


^CD3 


/jib 


X 1 1 3 


1%XVIV010 


F N f r #@^^t: 


^CD3 


1^CD3 


X 2 8 1 


mvivoio 


CH-2 9 6 


tS:CD3+CH-296 


tft:CD3-K:H-296 


X 1 2 8 2 


imivoio 


?*Ra (FNf x^mm\:) 


iLCD3 




X 2 4 


1%XVIV010 


FNf r*@S^k 


*tCD3 


ttCD3 


X 3 6 7 


mvivoio 


CH-2 9 6 


tft:CD3-K:H-296 


ta:CD3+CH-296 


X 1 0 3 0 


1%XVIV010 


H- 2 9 6 


tt:CD3+H-296 


6tCD3+H-296 


X 1 0 0 1 



10 1 6 5] 

^1 5 iC^^ttS id tc, ^mm<DM.m (O. 2%) =£r'^^/f^Ak^rfflv^-COLAK^ 
laflS^^OSS^ J: T/4'»li:m») il L#7 :f ^ > 7 9 > h i t^^C D 3 gL#: 
^ H^-fk L ffl L /cS^ is v> r {± . MRBp it®! L T L A K^BaoK:t^« 

i i: 75*nrt6-x?* S i 3&» t «r o fco 

[0 16 6] 

%mmie> 1g:llilft:^S!l«:ffiv>/cLAKi8afla^«mt:::fe^t'& I L-2 l^-bT'^'- (IL- 

2 R) ^M<om^ 

(1) LAK«<^)M^:^J:C^^« 

^ife«?ii2- (1) bmm<D:}j'^-^'LAYimu^mm'^m\^tzo ^(o^^m-r^^^^ 

0. 2%Huma n A B JflLTt^-^tf X V I V O 2 O^SIlt ^cti 1 %H um a n ABJliim«r 
#tfXV I VO 1 0 IC^jEL^o 
[0 16 71 

(2) LAKMHiStti) I L- 2 R|§^^(^iil^ 

^mm^- (2) I L-2 R3&^RH4i8Bl!a'i'^^«-S!l^L7to 

m. 1 6 lC^1-o ^T{4 I L - 2 R^mm^fSm^^^ (%) «r I L - 2 Rl&^^ ( 

%) t^^^-So 

[0 16 81 



WiE#2 004-3085966 



#^2004-115648 



^-i; : 30/ 



1^1 61 



^1 fi — ■ " ^ ^- 










I L 


(%) 


0. 2%XVIV020 
0. 2%XVIV020 
0. 2%XVIV020 


nm (FNf T4m!^it) 

FNf r^S^^t 
CH-296 


trCCDS 

fetCD3-+CH-296 


Tib 

it CDS 

tlfcCD3+CH-296 


3. 
5 9. 
7 7. 


0 1 
0 8 
8 8 


1%XVIV010 
1%XVIV010 
1%XVIV010. 


M (FNf r$¥m^it) 

FNf rt¥m^it 

CH-2 9 6 


^CD3 
tn:CD3 

CD34CH-296 


tt;CD3 

*tCD3-tCH-296 


- 1 3. 
5 8. 
9 1. 


7 7 
2 8 
1 1 



v^T L A KUHBfeSrilS-r * BS^f^ y ^ rvi i->y ^ i^^ > Y ^^^^^ 

(1) LAK^m^^ilSiSiW^ «i*m.^:^«:4**. 

mmmi- (s) i:iwi>it<^^?*-eLAKfflii&^fis • ^^l/^o ^ois^ffl-rs^a* 

0 2 % 4> L < »± 1 % H u m a n A B JfiLtt =Sr#tf X V I V O 2 0 J§«1* « 1 % H u m a 
nABMm^^tfXY I VO I OtCgg1EL/Co 

14- (2) fcram<7):&i*-eCD8R&^«Bfla<^'&^^*Tft9^l'^-o M*=£:^17k 



TP "to 

10 17 2] 
mi 7] 



^1 7 




cDs^tfe^iia^**^ (%) 


0. 2%XV I VO 2 0 
0. 2%XVI V0 2 0 


nm (FNf TpmiSEit) 

CH~2 9 6 


5 0.9 
7 0.9 


1%XV I V0 2 0 
1%XV I V0 2 0 
1%XVI V0 2 0 


(FNf r^m^it) 
CH-2 9 6 
H-2 9 6 


3 6. 2 
5 3. 6 
5 0. 6 


i%xvi vol 0 
i%xv I vol 0 
i%xv I vol 0 


^ci-RS (FNf r^m&it) 
CH-2 96 
H-2 9 6 


19.9 

4 5.5 

5 3.6 



^1 T^iZT^^ft^iioi^. ig:jfliTS*-^tf^«!i^ffl^^'^<^LAK^ja^S«JS8l'^7^y 

ttliE# 2004-3085966 



#® 2004-115648 



^-i^ : 31/ 



10 17 41 

%mm 1 8 i&stsLmmm ^m^^fchA Kmmmm ^^iz^^f^cDs m^mm^^itm 

(1) L AKm<^M^*5 it;^^^ ■ 

0.. 2%HumanABKiL7t=S-g-tfXVIV0 2 QigSfet /il± 1 %H u m a n A BJflLftSr 
-^tfXV I VO 1 OlC^Mb;to 
I 0 1 7 5 1 

(2) L AK»t::*5Jt^CD 8l^ttM*a-^*it^<^ii!l5e 

*ifeM4- (2) fcMo:;)5'^S-CCD8R&i4«aflfe<^'^3t^4rii^t/^o ^*«:^18l' 

[0 17 6] 
[«18l 



^1 R 








« 9 0 


(%) 


0. 2%XVIV020 
0. 2%XVIV020 


(FNf r^SJ^^k) 
CH— 2 96 


ta:CD3-K:H-296 


it CD3+CH-296 


3 8.9 
44. 5 


1«XVIV010 
1%XVIV010 


3*Ha (FNf r#^S*^b) 
CH-2 9 6 


iS:cD3 

^KCD3-K:H-296 


JtCDS 

tft: CD3-K:H-296 


2 5.6 

3 8.3 



[0 17 71 

mi 8tc^$tL^J:dt^. ig:^^<^J^ll?t^^^/c^flfe«■fflv>-COLAKM^SM^ 

O L A K^fl^'^' :!3 It ^ C D 8 Utt^ffllS-^^t^ «r 1^ < ^^"t" * - t j5*~t? i fzo 

v^T L AKilfflJia=Sr^*i-*IKtC7 -f yn;^. -^V 7 9 > h - ^ J' i . 

L A Yim^^<r>Q. D 8 l^14«<7?'g->r^*« < L***?> L A KM«r^^ • n^-f^ i i: 
TiWtgt?* -5 i: 7&^?g p> ^ o 7t o 
[0 17 8] 

(1) \.AYimu<om^^^^^^ 

^Jfe-PUS- (1)" i:|W|«^<^:J^fe-eLAKM*^« • ^^tyio ^>:^iL, Z.<D^Mm^ 
&^ai«rJltlTt«"g-**v»XV I VO 1 OJt«lt^ttA IMV^MlirggML/Co fe**^! 
9 tc^fo 
[0 17 9] 



ttiiE# 2004-3085966 





#02 004-115648 




1^1 91 

*1 9 
















o%xvi vol 0 
o%xv I vol 0 


1 1 Bm 

1 1 bm 


(FNf r^Jfe^k) 
CH — 2 9 G 


X 3 2 

V O K 

X y o 


o%xvi vol 0 

0%XV I vo 1 0 


1 5 

1 5 era 


*i-RR (FNf r*@^<t) 
CH-2 9 6 


X 2 0 5 

X 4 U f 


o%xvi vol 0 
o%xvi vol 0 


1 1 Bm 
1 1 era 


m (FNf r^HS^t:) 
H- 2 9 6 


X 2 9 

X 7 8 


o%xv I vo 1 0 
o%xv I vol 0 


1 5 Bm 
1 5 0ra 


Mfia (FNf r#@5fe^k) 
H— 2 9 6 


X Z / 

X 1 9 4 


0%AIMV 
0%A I MV 
0%AIMV 


1 1 nm 
1 1 Bm 
1 1 Bra 


*|-HS (FNf r*Hfe^t) 
CH- 2 9. 6 
H- 2 9 6 


X 2 5 
X 8 5 
X 6 9 


0%AIMV 
0%AIMV 
0%AIMV 


1 5 Bm 

1 5 0^ - 
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I L'-2R|83^2¥t 
(%) 


096AIM-V 
OyoAIM-V 
0%AIM['-V 
0%AIM-V 


*tRa (FNf r#@^^U 
^(tRa (F N f r ^^HS-fb) 
CH-2 9 6 
CH-2 9 6 


$lCD3 
^jfcCDS 

^tCD3-K:H-296 
ttCD3-K:H-296 


$tCD3 

tt: CD3+CH-296 


2 2, 0 

3 9.9 
19.9 
5 1.9 



^3 ofc^itt^i^t-^ jfilTS5r^4^:V^AIM-V^Sfe=Srfflv>-C<^LAK«^#?D 

V>Ttt, L A K«OT-tt^i5tt'& I L - 2 R^^^«rl^ < i^Si"^ CI fc:d*-e ^ 

/^o -t-)5;fc*,jflitt^-^**^^^*fc=^ffi^'"^LAKiaiJia*^Si-*l^i-7^-^a^i5'^'^"7 

tti|E# 2004-3085966 
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: 41/ 



10 2 2 51 

mmi^is i ®:5Sa.m^m (aim-v) ^m^^y^LAKmmmm^iiz^if^ i l-2 v-fe 
(IL-2R) ^m.<^mmi^^^T&i'Mmzii^w:iz^m) 

(1) LAK«OflS:feJ;t^^SI _ ^ 
ll*fe'Pll2- (1) i:|^#<^^S-eLAKM*SIS ■ :^«LfCo i<^l»'l!effli- 

1 %H u m a n ABJfllTf «r^tf A I M- V^Afel-iSMLf^o 
10 2 2 6] 

(2) LAKiifflliatC:fett^ I L- 2 RlSm^<^3IJ^ 

^MM3- (2) tmm<D:fs^-^. iL-2R^mmnmm^w^m^Lfzo 

^3 1 KTTsi-o ;5>5i--&^-e{± I L - 2 RH^Itttfflia-^^^ (%) ?r I L - 2 Rl§m^ ( 

%) fc^^i-^o 

[0 2 2 7 1 
1^3 11 



^3 1 


m 








I L- 2 R^^^ 








(%) 


1%AIM-V 


*hRa (FNf r#H3fe{t:) 


$t:cd3 




2 3. 6 


1%AIM-V 


CH-2 9 6 


tT:CD34CH-296 




2 7. 2 


1%AIM-V 


CH-2 9 6 


tft;CD3-K:H-296 


tt:CD3-»€H-296 


6 9. 1 



^3 uzm-^it&xdiiz. j&mm<o5kmi^A.fzAiM-Y^mim^-r<DLAKmm 

Picjsv^-Cfi. ;^«tfOLAKiHBflaOT±l^*5tt^ I L - 2 R|&m^4-li5 < ^^-T^ C 
u^i/^yy^iT^y V tlzX I L-2 R|iim^*lS5< L^i^hLA 

[0 2 2 9] 

mmm32 mttl§ife (A IM-V) S-MV>yt:LAKi|fflJiaiJSt!'t-:fe»tSCD8lgtt«B 

(1) LAKmm<^m^^i^^^^ 

mmm- (S) i:|S||!lo:5rfe-CLAKi8Bli&S:^S-^S!t/co iOl^^ffl-TS^^fliSr 
1 %H urn a n ABjflLft=^^tf A I M- Vi§*b«MLyJ:o 
[0 2 3 0] 

(2) LAKmmiz^n^cD8mnmMm^^it^<^M^ 

[0 2 3 11 
1^3 21 









cDSiStt^iffliia^^^ (%) 


1%A IM-V 


Mm (FNf r*a3&<k) 


4 1.02 


1%A IM-V 


CH- 2 9 6 


5 6. 7 8 



[0 2 3 2] 

^3 2fc^$ix;5 i^tc. mskmi-^ijAiu-vis^^m^^-coLAKmmmm^M 

miiEf^2 0 04-3085966 
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K« • * i i: 75«Tirilt?* * i t ^'Wb * 

[0 2 3 31 

(1) LAK«BBIl<^SI#i3i W« 

0 ^(;5^'|Sffl^^^Afe=SrO%S7t{il%Huma nABJflL?t«r-^tfXV I VO 1 0, XV 

1 VO 2 0 tfcfiA IMV:^*fetr^|!;L/;o 

[0 2 3 4] 

( 2 ) ^« L L A K^)iaoiaBa^#m'i4<^ii^ 

o ig*Sr^3 3 K^i-o 
[G 2 3 5] 
[«3 3l 



MS 3 

m 






9 0S«I» 


E/T 


Sf4(%) 
K562 


mm%) 

Daudi 


0»XVIV010 


nm (FNfr^H^^k) 






10 


11.88 


10. 84 


0%XVIV010 


CH-296 


SiCD3HCH-296 




10 


19. 55 


26. 23 


1%AIM-V 
1%AIM-V 


^fig (FNfr#^@*^t;) 
CH- 2 9 6 


$tCD3 

fei CD3+CH-296 




10 
10 


16.82 
46. 54 


33.02 

42.3 


0%XVIV020 
0%XVIV020 


CH-2 9 6 


ttCD3 

to: CD3-K:H-296 


ttCD3 

CD3-K:H-296 


10 
10 


24.5 
30.8 


13.3 
23.3 


1%XVIV020 
1%XVIV020 


(FNfr ^H^^k:) 
CH-2 9 6 


6lCD3-K:H-296 


^CD3 

CD3-K:H-296 


10 
10 


18.5 
30.8 


13.9 
28.5 


iKXVIVOlO 

i%xvivoio 


i^m (FNfr#^H«^b) 
CH-2 9 6 


^CD3 

itCD34CH-296 


ttCD3 

ttCD3+CH-296 


10 
10 


13.8 
33.0 


8.4 
31.8 



[0 2 3 6] 

■COLA Kmmmmwm t tzimm^ * ^ r n ^ > 7 7 ^ £25 

y^ir^yYiijisLm^^t^^^'^^i&tfcimi^mfoifsLm^^/^fmmim^^-^LAKmm 

[0 2 3 7] 

^iS'P!l34 ISJfiLTi^Ml (XVIVOlO) v^/c L A K^U^^^^l^istt S4£:^^ 
(1) hCD3tn:#i3J:t>'FN7 7^^^>'bH^'fk 

ii14/<<yiJ^ (Bax t e rttli) hCD3t»t# 5 g/m 1 ) *^tfPB 

S=^2 0ml-fo}3si)nLfCo COI^, p N "7 9 > bi^Wl' 1 f-iS«c<^^7 
^yu^i^^yy^i^^y V (FNf r) «r*^aE42. 5 g/m I J: J: ^ «OT 
Lf^o Ltr. FN f r S:j^l)nL«rv^a^"j)IS:^U^^o 

itltfi;:{±i*te>0^«l^*i-*^?'*fi;#- FNf r *^tf P B S ^^^y^^PBS 

tfiiE# 2004-3085966 
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^-'J: 43/ 



•X^2m. l%HumanABJfll?tSr^trXVIV0 1 O:^* (iJlT 1 %XV I VO 1 0 i: 
[0 2 3 8] 

(2) LAKmm(omm^imm _ . , , ^ 

1%XVIV0 1 Otrixi 0«c e 1 1 s/ml t ^: & <t ^ l^^ife^^J 1 " ( 1 ) 

mi^fzv BMC ^mmm. nmmsi- (i) -c-iisgLfc^ii >cd siai^st^H^-fbsaife^ 
c o 2 >!f y t tis: t h c D 3 iri:#*3 i tJ^F N f r ^^imm.i^mm 

C O 2 5trxiti©i4^N'-;/ ^^ici 0 m 1 /^N*^;/ ^T<5iaM^^^=S:Xtt, 1 0 0 0 

m 1 i: 5: -5 J: 9 t:: I L - 2 SrmUn L fco Cl tt OiBU&:^^ffl C O 2 if:^ Mtt^N* «r 5 
%C02 (f3 7*C-C^^L^ (1§SI0B@) o ^mmt^^BBi-iil OOOU/mlO 

I L-2 «r#tf 1 %XV I VO 1 0=^ 2 Om 1 ^^-To^Jp t/co :^#gl$&4 B i 

ammms O OU/ml fc^SJ:^ I L-2 ^^UPL/wo ig«il$&^6 B@tCJ± 1%XV 

I V O 1 0 =1: 3 0 m 1 //N*-;' ^-f^mm *?-iftS 5 0 0 U/m li:**J:^IL-2=Sr 

8 5 cm^ «^#fflC0 2 ^IC#L, ^jtJK 5 0 0 U/m 1 t^i^X-) 

I L-2imM\.tzo ^mmttbi 1 3 aat^w^^s 0 ou/mi tisrsid i l 

1 0 2 3 9 1 
[^3 4] 

^3 4 



^^Bl^ 7^yP^^:^^>^7?:y/>^ h fejc^^^ (fg^) 

l%XVIVO10 15 0fH (FNf r^HS'tb) X34 
l%XVIVO10 15 BIB CH-2 9 6 ° ^ 

^3 4ltii^^J:^l^. OKiL^fSr^^/fi#^ll (XV I VOID) tSH 

BSJ^^ffl C 0 2 ?!f ir^m^^X<D L A W^IDIS ic^:? ^ r n ^ ^ > 7 

5^ ^skmrnm (xvivoi 0) ^my^^tiLAKmm^m^iz^if&^iz^ 

mTO|im-eiSKffli-*^«S# (2 5 cm^ mimmmyy:^^) trtfijii >CD3^# 
i3J;Z/FN7 vi5^^ > b'SrH^t'fkL^o 1"*:*)*) 2 5 c m^ iBIi&^^^ffl "7 7 ^ (3-- 

> h (FN f r) *||-lt]K4 2 . 5 ft g/m 1 i:** i "5 lc^JinL;to MMb Uf, FN 

f r *?^JnL^;V^a^'^|g^Lyio ^ ^ 

itfrJCl4itti?>0^§IS*t:d-^*n:#- FNf r ?r-g-ti-PBS=Srl^*m. ^^^J^nSrPB 
St? 2 0. l%HuInanABJliL^t*•^trXVI vol 0^* (iJlT 1 %X V I V O 1 0 

[0 2 4 21 

(2) L A KifflSaoflSis J: 'U'^S , ^ =„ 

1%XV IVOlOtciXlO^cel 1 s/mlt'fe^J:'? ir^iS^ 1 - ( 1) 'C'lS 

mfE# 2004-3085966 
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44/ 



=i> ttzli^}^ h CD3^#*3i?/FN f r S^-ft^ 7;^ 3 3 m 1 /^^^^n-f^iB^ 

mmwi^xfi. iHirmmi o o ou/mi t^j:^ x^izi L-2^mmLfzo ^ifthcoyy 

>^n^5%C02 -fS TC-r^mmLfz (^^0 B@) o ^mml^Ul Bg*7t{±2 Bill 
1 0 0 0 U/m 1 CO I L - 2 S:-g-tf 1%XV I VO 1 0 =Sr 7 m 1 / V 7 X 3-f <5^in L 
fco JJlTgt:CD3t/i;#±CH2 9 6$iJ8!c»IWl' J: »9 200:&f*-CJt3IL/v:o (i) ^^Slia 
*&m4 BBt;:^^fe?:*'5:(::(>@^'fkLTv>:^v^8 5 cm^ M^^ffl C O 2 ;?r;^Mft^^ 
^trs^UTtf^, l%XVIV010$r20ml ^^-fo^Jn L*?-ji^ 5 0 0 U/m 

1 i'fc-SJcd IL-2*^in> $^t::^#ia$&f^6 BStCl%XVI VO 1 OSrSOml 
X^^y ir-f-^mim^. iH^MM 5 0 0 U/m It^>5et9lL-2 ^r^Jin L/i (^C D 3 i/t 

#±CH 2 9 6fim^ra4 ar^) o Hi) i^mr^t^iBstfzits BEi,mi^m5 o o 

U/ml t=&^J;d IL-2=^mUDLs :^ilf^i&m 6 B g * H^-fb LT v> 

^jv^8 5 cm^ jaflJia^Slffl C O 2 :«f;^S3§'l*^'?y i5^J::^b7t^. 1%XVI VOl 0 «• 5 
0ml X^'iy i^-f^mim. mmms OOU/ml t^ji^Xvl L-Z^mMLfz mCD 
3^#:±CH 2 9 6$iM»iH6 BW) o m^Wt i>^mmi&^^8 BEKii^mWL<D-'^^ 

*?-«lffi5 0 0 U/m li:^r<6J:dIL-2 SriSUnbTto ^mf^P^l 1, 1 3 B i 
{±*l-mE5 0 OU/m 1 fc^^S J: d I L- 2 ^r^Jnbfco 1 5 H i h 

ttJL?to jg^Sr^S 5tc^to 
[0 2 4 3] 
[^3 51 



^3 5 




fetCD3±CH296 








mmmm 






mm) 


i%xv I vol 0 


4 sra 


1 5 era 


(FNf r^HJfe^t) 


X 2 3 5 


1%XV I VOl 0 


4 era 


1 5 urn 


CH-2 9 6 


X 4 9 8 


i%xvi vol 0 


6 era 


1 5 


*tR8 (FNf r #^@3e-ft) 


X4 2 5 


1%XVIV01 0 


6 em 


1 5 


CH-2 9 6 


X 6 9 0 



[0 2 4 4] 

^3 5 n^^tt-s j:^ ic. ©iij^ (1 %) coJfll^t^r-^^/f^* (XV I vo 1 0) 

3 i3 J: y^*fflTO#ffl C O 2 >!f>^S®tt'''«-;' i^«:m<^^'g-*»-»ir?t: L A KiaBll&^^II^JwiffigUC'ffi 
10 2 4 51 

Ili&|iifl3 6 1g:M;^tt! (A IM-V) *fflv^^^ L AK«aJ3a^Sl^tc*3lt'&4£:fc^#^ 
^) 

( 1 ) Jmli h C D 3 t/t-f*;^ i ITF N 7 7 ^^>« > h M^it 

) i:IW|#tctmt: b CD 3*n;#:^i:r^FN77i/^ >' b ^H^'fkbTto iSfflittfrt' {±C: ttib 
0^#^/|it)&-fj^# • FNf r S-g-tfPB S *|lfe*f^> ^7 7;^='=SrPB S-C2Ifl|. 1% 
Huma nABJld-tS^r-g-tfA IM-V^*fe (IJJ>T 1 % A I M- V t K&f ) -ClIalifc^L^ 

to 2 4 61 

(2) LAKijffljia<^flS*3j:!/^# 

ttifE#2 004-3085966 
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y : 45/ 



1 %A IM-Vt- 1 X 1 0 « c e 1 1 s/m 1 t^j: h X ^ i^^mM 1- (D "CPSiL 
/cPBMC^}gj^m> ^Mt?B3 6- (1) X'mMLfzm.^YCD3mi^m^it7^^^. 
tfzim^ hCD3JnI#*3J:U^FNf r H^-fb^ 9:^ =HC 3 m 1 /7 9:^ a-f o«Blit!S« 
m^tXfl. mrmmi O O OU/m l t^^X')l,zi L-2^mwLfZo ^MOy^T.::! 

*5%C02 ^'S 7X:-e^#Lfc (^^oeg) » sgi-f±i O O OU/m 

ICO I L- 2 *#tf 1 %A I M- V* 7m 1 /^^J^n-f^^iinL^o :^^^*&^4BB 
tcJ4:^^TS*'|ftr'{)@^'fl:L-CV^*v»8 5 cm^ C O 2 ^t^^l- 

f^^^ 1 %A I M- V* 2 0ml X^'^y J^-fo^L, *!-jtJg 5 0 0 U/m 1 t^j:^J^o 

lL-2^mMLfZo mmmtt^ e a S l % M M - V =S: S O m l i5^-r oi^Jn L 

l^j&S5 0 0U/ml i:**J:9 IL-2*«L/;o ^#lli&f^8 H g 

miikm5 O OU/.m I trj:;s>Xo I L - 2 «ri^i)n Lfco ^^^PiS&l 1.13 
BSiZimmm5 0 OUXml t^^hX^ I L-2Sr^inL^o :^3IBB$61 5 a B h V 

[0 2 4 7] 
[^3 61 



^3 6 










1%AIM-V 


1 5 era 


nm (FNf r ^a5&4b) 


X 3 2 7 


1%A IM-V 


1 5 0W 


CH-2 9 6 


X 5 6 6 



^3 QK^^MXoiZ^ ®«S (1%) OJflL^t=Sr'^^/i^* (A IM-V) ^fflv^T 

fc^tcisv^-cti, Mmmzitn\^xLAKmm<r>it:iki^i^m*m^^o ^(ozt-^h^y^ 

t C O 2 if7.'^mLf^y ^^^yh%t>^tz L AKSa)3&i§«^t^»igtC'(Sffi $ 

[0 2 4 9] 

%im31 mtt^flfe (XV I VO 1 0) =Srfflv>7tLAKm*H4'iri5tt&CD8li- 

ttaasa-^^ibs^ mimmmco2 is^.'-^mLf'^v ^-^m^^fz^m 

(1) LAKiBB)i&Of|^:feJ:t;fJ&^ 

|IM^J3 4- (2) i:|SIi|(^:/^iS-CLAK«flJia«rfl^-:^llb;to 
[0 2 5 0] 

(2) L AKiifl&iriStt^CD SlirttaJia^ffl-^^Jfc^OilJfe 

^ifi«l4- (2) t|g«ft<Z):?Jfet?CD8Ri14«aiiaO'i-^^4:T«I^t:'^:o ^**^3 7 H 

[0 2 5 1] 
[^3 7] 



*3 7 — 


mk'm. ■ 






■^^^ (%) 


1%XV I vo 1 0 
i%xv I vo 1 0 


1 5 

1 5 


MRS (FNf r*@)feYk) 
CH-2 9 6 


4 5. 7 
6 1. 6 



is 7^c|$^^S idt'. MS (1%) <^Jflltt^^^:^i^* (XVIVOlO) hm 

ttiiiEW 2004-3085966 
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^y^yv immtvfzmm^mmco 2 ir:^m.^\^^<'^ r^mm ^^r?!:? V'^?;^? 

/Co 

r 0 2 5 3 1 

^1*«I38 -ajfiLTtSife (XV I VO 1 0) =^fflV-/iLAKm^ffl«*'t'i3't^Cp8^ 

(1) LAKa)E<^fl^i3J:r;f^« ^ 
nrnVISS- (2) i:|W|;g|<o:^i*-eLAKm«:fl^ • J^fH-Z-o 

(2) ^ LAKmi^i3tt^CD8llttM*ffl^^Wi;22?.»,e., ^ i*m*.^q Rr 

[0 2 5 5] 
1^3 81 



S3 8 


$tCD3±CH296 

msm^ 






(%) 


i%xvi vol 0 
i%xvi vol 0 

1 %XV I VO 1 0 

i%xvi vol 0 


4BP>a 

6 PRS 
6 BI9 


1 50Rg 

1 SBIS 
1 5Bf9 
1 5Pm 


(FN f r^S^k) 
CH-2 9 6 

»Rg (FN f r ^3fe<t) 
CH— 2 9 6 


5 8.1 
7 0.3 
5 8.3 
7 2.7 



v.?: ^ ^ ^ n ^ J: r>Wf ffl C O f ^2f,^;!^ J ^fj 

ffl?SlSlf>Tt!4SSrc^J L?iSi^ L A KSliat J^t ^ C D 8 ^tt^|J 

10 2 5 91 . TTT fi 

SEQ ID N0:1 ; Partial region of fibronectin named 
SEQ ID NO: 2 : Partial region of fibronectin named III-9. 
SEQ ID N0:3 : Partial region of fibronectin named III-IO. 
SEQ ID N0:4 ; Partial region of fibronectin named III-12. 
SEQ ID N0:5 : Partial region of fibronectin named III-13. 

miE#2 004-3085966 
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SEQ ID NO: 6 ; Partial region of fibronectin named III-14. 

SEQ ID NO: 7 ; Partial region of fibronectin named CS-1. 

SEQ ID NO: 8 ; Fibronectin fragment named C-274. 

SEQ ID NO: 9 ; Fibronectin fragment named H-271. 

SEQ ID NO: 10 ; Fibronectin fragment named H-296. 

SEQ ID NO: 11 ; Fibronectin fragment named CH-271. 

SEQ ID NO: 12 ; Fibronectin fragment named CH-296. 

SEQ ID NO: 13 ; Fibronectin fragment named C-CSl. 

SEQ ID NO: 14 ; Fibronectin fragment named CHV-89. 

SEQ ID NO: 15 ; Fibronectin fragment named CHV-90. 

SEQ ID NO: 16 ; Fibronectin fragment named CHV-92. 

SEQ ID NO: 17 ; Fibronectin fragment named CHV-179. 

SEQ ID NO: 18 ; Fibronectin fragment named CHV-181. 

SEQ ID NO: 19 ; Fibronectin fragment named H-275-Cys. 

SEQ ID NO: 20 ; Primer 12S. 

SEQ ID NO: 21 ; Primer 14A. 

SEQ ID NO: 22 ; Primer Cys-A, 

SEQ ID N0:23 ; Primer Cys-S. 
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SEQUENCE LISTING 
<110> TAKARA BIO INC. 

<120> Process for the preparation of lymphocyte having cytotoxic activity 

<130> T-1892 

<160> 23 

<210> 1 
<211> 87 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of f ibronectin named III-8 



<400> 1 



Pro Thr 


Asp Leu Arg 


Phe 


Thr Asn 


He Gly Pro 


Asp Thr Met Arg 


1 


5 






10 


15 


Val Thr 


Trp Ala Pro 


Pro 


Pro Ser 


He Asp Leu 


Thr Asn Phe Leu 




20 






25 


30 


Val Arg 


Tyr Ser Pro 


Val 


Lys Asn 


Glu Glu Asp 


Val Ala Glu Leu 


35 






40 


45 


Ser He 


Ser Pro Ser 


Asp 


Asn Ala 


Val Val Leu 


Thr Asn Leu Leu 




50 






55 


60 


Pro Gly 


Thr Glu Tyr 


Val 


Val Ser 


Val Ser Ser 


Val Tyr Glu Gin 


65 






70 


75 


His Giu 


Ser Thr Pro 


Leu 


Arg Gly 


Arg Gin Lys 


Thr 




80 






85 





<210> 2 
<211> 90 
<212> PRT 

<213> Artificial Sequence 
<220> , 

<223> partial region of f ibronectin named III-9 
<400> 2 

Gly Leu Asp Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala 
15 10 15 

Asn Ser Phe Thr Val His Trp He Ala Pro Arg Ala Thr He Thr 
20 25 30 

Gly Tyr Arg He Arg His His Pro Glu His Phe Ser Gly Arg Pro 
35 40 45 

Airg Glu Asp Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr 
50 55 60 

mm.^ 2004-3085966 
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Asn Leu Thr Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu 

65 70 75 

Asn Gly Arg Glu Glu Ser Pro Leu Leu lie Gly Gin Gin Ser Thr 

80 85 90 

<210> 3 
<211> 94 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of f ibronectin named III-IO 



<400> 3 



Val 


Ser 


Asp 


Val 


Pro 


Arg 


Asp 


Uu Glu Val Val 


Ala Ala Thr Pro 


1 








5 






10 


15 


Thr 


Ser 


Leu 


Leu 


He 


Ser 


Trp 


Asp Ala Pro Ala 


Val Thr Val Arg 










20 






25 


30 


Tyr 


Tyr 


Arg 


He 


Thr 


Tyr 


Gly 


Glu Thr Gly Gly 


Asn Ser Pro Val 










35 






40 


45 


Gin 


Glu 


Phe 


Thr 


Val 


Pro 


Gly 


Ser Lys Ser Thr 


Ala Thr He Ser 










50 






55 


60 


Gly 


Leu 


Lys 


Pro 


Gly 


Val 


Asp 


Tyr Thr He Thr 


Val Tyr Ala Val 










65 






70 


75 


Thr 


Gly 


Arg 


Gly 


Asp 


Ser 


Pro 


Ala Ser Ser Lys 


Pro He Ser He 










80 






85 


90 


Asn 


Tyr 


Arg 


Thr 













<210> 4 
<211> 92 
<212> PRT 

<213> Artificial Sequence 



<220> 

<223> partial region of f ibronectin named III-12 



<400> 4 



Ala 


He 


Pro 


Ala Pro 


Thr 


Asp Leu Lys Phe Thr Gin 


Val Thr Pro 


1 






5 




10 


15 


Thr 


Ser 


Leu 


Ser Ala 


Gin 


Trp Thr Pro Pro Asn Val 


Gin Leu Thr 








20 




25 


30 


Gly 


Tyr 


Arg 


Val Arg 


Val 


Thr Pro Lys Glu Lys Thr 


Gly Pro Met 




35 




40 


45 


Lys 


Glu 


He 


Asn Leu 


Ala 


Pro Asp Ser Ser Ser Val 


Val Val Ser 






50 




55 


60 


Gly 


Leu 


Met 


Val Ala 


Thr 


Lys Tyr Glu Val Ser Val 


Tyr Ala Leu 






65 




70 


75 


Lys 


Asp 


Thr 


Leu Thr 


Ser 


Arg Pro Ala Gin Gly Val 


Val Thr Thr 




80 




85 


90 



Leu Glu 

Vm.^ 2004-3085966 
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<210> 5 
<211> 89 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of f ibronectin named III-13 
<400> 5 

Asn Val Ser Pro Pro Arg Arg Ala Arg Val Thr Asp Ala Thr Glu 
15 10 15 

Thr Thr He Thr He Ser Trp Arg Thr Lys Thr Glu Thr He Thr 

20 25 30 

Gly Phe Gin Val Asp Ala Val Pro Ala Asn Gly Gin Thr Pro He 

35 40 45 

Gin Arg Thr He Lys Pro Asp Val Arg Ser Tyr Thr He Thr Gly 

50 55 60 

Leu Gin Pro Gly Thr Asp Tyr Lys He Tyr Leu Tyr Thr Leu Asn 

65 70 75 

Asp Asn Ala Arg Ser Ser Pro Val Val He Asp Ala Ser Thr 

80 85 

<210> 6 
<211> 90 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of f ibronectin named III-14 

<400> 6 

Ala He Asp Ala Pro Ser Asn Leu Arg Phe Leu Ala Thr Thr Pro 
15 10 15 

Asn Ser Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arg He Thr 

20 25 30 

Gly Tyr He He Lys Tyr Glu Lys Pro Gly Ser Pro Pro Arg Glu 

35 40 45 

Val Val Pro Arg Pro Arg Pro Gly Val Thr Glu Ala Thr He Thr 

50 55 60 

Gly Leu Glu Pro Gly Thr Glu Tyr Thr He Tyr Val He Ala Leu 

65 70 75 

Lys Asn Asn Gin Lys Ser Glu Pro Leu He Gly Arg Lys Lys Thr 

80 85 90 

<210> 7 
<211> 25 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> partial region. of fibronectin named CS-1 
<400> 7 

Asp Glu Leu Pro Gin Leu Val Thr Leu Pro His Pro Asn Leu His 
1 5 10 15 

Gly Pro Glu He Leu Asp Val Pro Ser Thr 
20 25 



<210> 8 
<211> 274 
<212> PRT 
<213> Human 

<220> 

<223> fibronectin fragment named C-274 
<400> 8 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Uu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 
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Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 
230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 
245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 
260 265 270 

Thr Glu He Asp 



<210> 9 
<211> 271 
<212> PRT 
<213> Human 



<220> 

<223> fibronectin fragment named H-271 

<400> 9 ^ „ 

Ala He Pro Ala Pro Thr Asp Leu Lys Phe Thr Gin Val Thr Pro 
1 5 10 15 

Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn Val Gin Leu Thr 

20 25 30 

Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys Thr Gly Pro Met 

35 40 45 

Lys Glu He Asn Leu Ala Pro Asp Ser Ser Ser Val Val Val Ser 

50 55 60 

Gly Leu Met Val Ala Thr Lys Tyr Glu Val Ser Val Tyr Ala Leu 

65 70 75 

Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly Val Val Thr Thr 

80 85 90 

Leu Glu Asn Val Ser Pro Pro Arg Arg Ala Arg Val Thr Asp Ala 
. 95- 100 105 

Thr Glu Thr Thr He Thr He Ser Trp Arg Thr Lys Thr Glu Thr 

110 115 120 

He Thr Gly Phe Gin Val Asp Ala Val Pro Ala Asn Gly Gin Thr 

125 130 135 

Pro He Gin Arg Thr He Lys Pro Asp Val Arg Ser Tyr Thr He 

140 145 150 

Thr Gly Leu Gin Pro Gly Thr Asp Tyr Lys He Tyr Leu Tyr Thr 
. 155 160 165 

Leu Asn Asp Asn Ala Arg Ser Ser Pro Val Val He Asp Ala Ser 

170 175 180 

Thr Ala He Asp Ala Pro Ser Asn Leu Arg Phe Leu Ala Thr Thr 

185 190 195 

Pro Asn Ser Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arg He 

200 205 210 

Thr Gly Tyr He He Lys Tyr Glu Lys Pro Gly Ser Pro Pro Arg 

215 220 225 

Glu Val Val Pro Arg Pro Arg Pro Gly Val Thr Glu Ala Thr He 

230 235 240 
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Thr Gly Leu Glu Pro Gly Thr Glu Tyr Thr He Tyr Val He Ala 
245 250 255 

Leu Lys Asn Asn Gin Lys Ser Glu Pro Leu He Gly Arg Lys Lys 
260 265 270 

Thr 



<210> 10 
<211> 296 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> f ibronectin fragment named H-296 



<400> 10 



Ala 


He Pro Ala 


Pro Thr Asp Leu Lys 


Phe 


Thr Gin Val Thr Pro 


1 




5 


10 


15 


Thr 


Ser Leu Ser 


Ala Gin Trp Thr Pro 


Pro 


Asn Val Gin Leu Thr 






20 


25 


30 


Gly 


Tyr Arg Val 


Arg Val TTir Pro Lys 


Glu 


Lys Thr Gly Pro Met 




35 


40 


45 


Lys 


GLu He Asn 


Leu Ala Pro Asp Ser 


Ser 


Ser Val Val Val Ser 




50 


55 


60 


Gly 


Leu Met Val 


Ala Thr Lys Tyr Glu 


Val 


Ser Val Tyr Ala Leu 




65 


70 


75 


Lys 


Asp Thr Leu 


Thr Ser Arg Pro Ala 


Gin 


Gly Val Val Thr Thr 


80 


85 


90 


Leu 


Glu Asn Val 


Ser Pro Pro Arg Arg 


Ala 


Arg Val Thr Asp Ala 






95 


100 


105 


Thr 


Glu Thr Thr 


He Thr He Ser Trp 


Arg 


Thr Lys Thr Glu Thr 






110 


115 


120 


He 


Thr Gly Phe 


Gin Val Asp Ala Val 


Pro 


Ala Asn Gly Gin Thr 






125 


130 


135 


Pro 


He Gin Arg 


Thr He Lys Pro Asp 


Val 


Arg Ser Tyr Thr He 






140 


145 


150 


Thr 


Gly Leu Gin 


Pro Gly Thr Asp Tyr 


Lys 


He Tyr Leu Tyr Thr 






155 


160 


165 


Leu 


Asn Asp Asn 


Ala Arg Ser Ser Pro 


Val 


Val He Asp Ala Ser 






170 


175 


180 


Thr 


Ala He Asp 


Ala Pro Ser Asn Leu 


Arg 


Phe Leu Ala Thr Thr 






185 


190 


195 


Pro 


Asn Ser Leu 


Leu Val Ser Trp Gin 


Pro 


Pro Arg Ala Arg He 






200 


205 


210 


Thr 


Gly Tyr He 


He Lys Tyr Glu Lys 


Pro 


Gly Ser Pro Pro Arg 






215 


220 


225 


Glu 


Val Val Pro 


Arg Pro Arg Pro Gly 


Val 


Thr Glu Ala Thr He 






230 


235 


240 


Thr 


Gly Leu Glu 


Pro Gly Thr Glu Tyr 


Thr 


He Tyr Val He Ala 






245 


250 


255 
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Leu Lys Asn Asn Gin Lys Ser Glu Pro Leu He Gly Arg Lys Lys 
260 265 270 

Thr Asp Glu Leu Pro Gin Leu Val Thr Leu Pro His Pro Asn Leu 
275 280 285 

His Gly Pro Glu He Leu Asp Val Pro Ser Thr 
290 295 



<210> 11 
<211> 549 

<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named CH-271 
<400> 11 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 

1 5 10 15 . 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Hir Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Hir He Thr Val Tyr Ala Val Thr Gly Arg 
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Gly Asp 
Thr Glu 
Leu Lys 
Thr Pro 
Pro Lys 
Asp Ser 
Tyr Glu 
Pro Ala 
Arg Arg 
Ser Trp 
Ala Val 
Pro Asp 
Asp Tyr 
Ser Pro 
Asn Leu 
Trp Gin 
Glu Lys 
Pro Gly 
Glu Tyr 
Glu Pro 



Ser Pro 
lie Asp 
Phe Thr 
Pro Asn 
Glu Lys 
Ser Ser 
Val Ser 
Gin Gly 
Ala Arg 
Arg Thr 
Pro Ala 
Val Arg 
Lys lie 
Val Val 
Arg Phe 
Pro Pro 
Pro Gly 
Val Thr 
Thr He 
Leu He 



245 

Ala Ser Ser 
260 

Lys Pro Ser 

275 

Gin Val Thr 
290 

Val Gin Leu 
305 

Thr Gly Pro 

320 

Val Val Val 
335 

Val Tyr Ala 
350 

Val Val Thr 
365 

Val Thr Asp 

380 

Lys Thr Glu 
395 

Asn Gly Gin 
410 

Ser Tyr 'Thr 
425 

Tyr Leu Tyr 
440 

He Asp Ala 

455 

Leu Ala Thr 
470 

Arg Ala Arg 

485 

Ser Pro Pro 
500 

Glu Ala Thr 
515 

Tyr Val He 

530 

Gly Arg Lys 
545 



Lys Pro 
Met Ala 
Pro Thr 
Thr Gly 
Met Lys 
Ser Gly 
Leu Lys 
Thr Leu 
Ala Thr 
Thr He 
Thr Pro 
He Thr 
Thr Leu 
Ser Thr 
Thr Pro 
He Thr 
Arg Glu 
He Thr 
Ala Leu 
Lys Thr 



250 

He Ser 
265 

He Pro 

280 

Ser Leu 
295 

Tyr Arg 
310 

Glu He 

325 

Leu Met 
340 

Asp Thr 

355 

Glu Asn 
370 

Glu Thr 

385 

Thr Gly 
400 

He Gin 
415 

Gly Leu 

430 

Asn Asp 
445 

Ala He 
450 

Asn Ser 
475 

Gly Tyr 
490 

Val Val 

505 

Gly Leu 

520 

Lys Asn 
535 



He Asn 
Ala Pro 
Ser Ala 
Val Arg 
Asn Leu 
Val Ala 
Leu Thr 
Val Ser 
Thr He 
Phe Gin 
Arg Thr 
Glh Pro 
Asn Ala 
Asp Ala 
Leu Leu 
He He 
Pro Arg 
Glu Pro 
Asn Gin 



255 
Tyr Arg 
270 
Thr Asp 
285 
Gin Trp 
300 
Val Thr 
315 
Ala Pro 
330 
Thr Lys 
345 
Ser Arg 
360 
Pro Pro 
375 
Thr He 
390 
Val Asp 
405 
He Lys 
420 
Gly Thr 
435 
Arg Ser 
450 
Pro Ser 
465 
Val Ser 
480 
Lys Tyr 
495 
Pro Arg 
510 
Gly Thr 
525 
Lys Ser 
540 



<210> 12 
<211> 574 
<212> PRT 

<213> Artificial Sequence 



<220> 

<223> fibronectin fragment named CH-296 
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Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
1. 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 . 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro. Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 - 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

260 265 270 

Thr Glu He Asp Lys Pro Ser Met Ala He Pro Ala Pro Thr Asp 

275 280 285 

Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 

290 295 300 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr 

305 310 315 

Pro Lys Glu Lys Thr Gly Pro Met Lys Glu He Asn Leu Ala Pro 

320 325 330 

Asp Ser Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys 

335 340 345 

Tyr Glu Val Ser Val Tyr Ala Leu Lys Asp Th.r Leu Thr Ser Arg 

350 355 360 

tBiE# 2004-3085966 
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Pro Ala Gin Gly Val Val Thr Thr Leu Glu Asn Va.l Ser Pro Pro 

365 370 375 

Arg Arg Ala Arg Val Thr Asp Ala Thr Glu Thr Thr He Thr He 

380 385 390 

Ser Trp Arg Thr Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp 

395 400 405 

Ala Val Pro Ala Asn Gly Gin Thr Pro He Gin Arg Thr He Lys 

410 415 420 

Pro Asp Val Arg Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr 

425 430 435 

Asp Tyr Lys He Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 

440 445 450 

Ser Pro Val Val He Asp Ala Ser Thr Ala He Asp Ala Pro Ser 

455 460 465 

Asn Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser 

470 475 480 

Trp Gin Pro Pro Arg Ala Arg He Thr Gly Tyr He He Lys Tyr 

485 490 495 

Glu Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg 

500 505 510 

Pro Gly Val Thr Glu Ala Thr He Thr Gly Leu Glu Pro Gly Thr 

515 520 525 

Glu Tyr Thr He Tyr Val He Ala Leu Lys Asn Asn Gin Lys Ser 

530 535 540 

Glu Pro Leu He Gly Arg Lys Lys Thr Asp Glu Leu Pro Gin Leu 

545 550 555 

Val Thr Leu Pro His Pro Asn Leu His Gly Pro Glu He Leu Asp 

560 565 570 

Val Pro Ser Thr 



<210> 13 
<211> 302 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named C-CSl 
<400> 13 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 
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His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 ■ 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 
110 115 120 

He Are His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
125 130 _ 135 

Are Val Pro His Ser Arg Asn Ser He Thr Uu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thi Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

260 265 270 

Thr Glu He Asp Lys Pro Ser Asp Glu Leu Pro Gin Leu Val Thr 

275 280 285 

Leu Pro His Pro Asn Leu His Gly Pro Glu He Leu Asp Val Pro 

290 295 300 

Ser Thr 



<210> 14 
<211> 367 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> f ibronectin fragment named CHV-89 

<400> 14 „ , 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arc Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 
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Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp. Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

260 265 270 

Thr Glu He Asp Lys Pro Ser Met Asn Val Ser Pro Pro Arg Arg 

275 280 285 

Ala Arg Val Thr Asp Ala Thr Glu Thr Thr He Thr He Ser Trp 

290 295 300 

Arg Thr Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp Ala Val 

305 310 315 

Pro Ala Asn Gly Gin Thr Pro He Gin Arg Thr He Lys Pro Asp 

320 325 330 

Val Arg Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr Asp Tyr 

335 340 345 

Lys He Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser Ser Pro 

350 355 360 

Val Val He Asp Ala Ser Thr 

365 



<210> 15 
<211> 368 
<212> PRT 

<213> Artificial Sequence 



<220> 
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<223> fibronectin fragment named CHV-90 

<400> 15 ^ „ . » 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 
20 . 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 
35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 
50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin. 

65 70 .75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 
80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp He Ala Pro Afg Ala Thr He Thr Gly Tyr Arg 
110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 
140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 
155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 
170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 
185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 
200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 
215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 
230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 
245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 
260 265 270 

Thr Glu He Asp Lys Pro Ser Met Ala He Asp Ala Pro Ser Asn 
275 280 285 

Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp 
290 295 300 

Gin Pro Pro Arg Ala Arg He Thr Gly Tyr He He Lys Tyr Glu 
305 310 315 

Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro 
320 325 330 

Gly Val Thr Glu Ala Thr He Thr Gly Leu Glu Pro Gly Thr Glu 
335 340 345 

Tyr Thr He Tyr Val He Ala Leu Lys Asn Asn Gin Lys Ser Glu 

tii|iE#2 004-3085966 



#111 2004-115648 



^-'J: 14/ 



350 355 360 

Pro Leu He Gly Arg Lys Lys Thr 
365 



<210> 16 
<211> 370 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223>- f ibronectin fragment named CHV-92 
<400> 16 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Uu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg GlU Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

260 265 270 
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Thr Glu He Asp Lys 


Pro 


Ser 


275 






Leu Lys Phe Thr Gin 


Val 


Thr 


290 






Thr Pro Pro Asn Val 


Gin 


Leu 


305 






Pro Lys Glu Lys Thr 


Gly 


Pro 


320 






Asp Ser Ser Ser Val 


Val 


Val 


335 






Tyr Glu Val Ser Val 


Tyr 


Ala 


350 






Pro Ala Gin Gly Val 


Val 


Thr 


365 







Met Ala 


He 


Pro Ala Pro Thr Asp 




280 


285 


Pro Thr 


Ser 


Leu Ser Ala Gin Trp 




295 


300 


Thr Gly 


Tyr 


Arg Val Arg Val Thr 




310 


315 


Met Lys 


Glu 


He Asn Leu Ala Pro 




325 


330 


Ser Gly 


Leu 


Met Val Ala Thr Lys 




340 


345 


Leu Lys 


Asp 


Thr Leu Thr Ser Arg 




355 


360 


Thr Leu 


Glu 






370 





<210> 17 
<211> 457 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> f ibronectin fragEaent named CHV-179 
<400> 17 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Uu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 
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185 



190 



195 



Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

260 265 270 

Thr Glu He Asp Lys Pro Ser Met Asn Val Ser Pro Pro Arg Arg 

275 280. 285 

Ala Arg Val Thr Asp Ala Thr Glu Thr Thr He Thr He Ser Trp 

290 295 300 

Arg Thr Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp Ala Val 

305 310 315 

Pro Ala Asn Gly Gin Thr Pro He Gin Arg Thr He Lys Pro Asp 

320 325 330 

Val Arg Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr Asp Tyr 

335 340 345 

Lys He Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser Ser Pro 

350 355 360 

Val Val He Asp Ala Ser Thr Ala He Asp Ala Pro Ser Asn Leu 

365 370 375 

Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp Gin 

380 385 390 

Pro Pro Arg Ala Arg He Thr Gly Tyr He He Lys Tyr Glu Lys 

395 400 405 

Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro Gly 

410 415 420 

Val Thr Glu Ala Thr He Thr Gly Leu Glu Pro Gly Thr Glu Tyr 

425 430 435 

Thr He Tyr Val He Ala Leu Lys Asn Asn Gin Lys Ser Glu Pro 

440 445 450 

Leu He Gly Arg Lys Lys Thr 



<210> 18 
<211> 459 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named CHV-181 

<400> 18 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 



455 



1 



5 



10 



15 
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Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 .60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe . . 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 . 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 .240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

260 265 270 

Thr Glu He Asp Lys Pro Ser Met Ala He Pro Ala Pro Thr Asp 

275 280 285 

Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 

290 295 300 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr 

305 310 315 

Pro Lys Glu Lys Thr Gly Pro Met Lys Glu He Asn Leu Ala Pro 

320 325 330 

Asp Ser Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys 

335 340 345 

Tyr Glu Val Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg 

350 355 360 

Pro Ala Gin Gly Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro 

365 370 375 

Arg Arg Ala Arg Val Thr Asp Ala Thr Glu Thr Thr He Thr He 

380 385 390 
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Ser Trp Arg Thr Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp 

395 400 405 

Ala Val Pro Ala Asn Gly Gin Thr Pro He Gin Arg Thr He Lys 

410 415 420 

Pro Asp Val Arg Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr 

425 430 435 

Asp Tyr Lys He Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 

440 445 450 

Ser Pro Val Val He Asp Ala Ser Thr 

455 



<210> 19 
<211> 276 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> f ibronectin fragment named H-275-Cys 
<400> 19 



Met Ala Ala Ser 


Ala 


He Pro 


Ala 


Pro 


Thr 


Asp Leu Lys Phe Thr 


1 


5 








1 A 
iU 


10 


Gin Val Thr Pro 


Thr 


Ser Leu 


Ser 


Ala 


Gin 


Trp Thr Pro Pro Asn 




20 








25 


30 


Val Gin Leu Thr 


Gly 


Tyr Arg 


Val 


Arg 


Val 


Thr Pro Lys Glu Lys 




35 








40 


45 


Thr Gly Pro Met 


Lys 


Glu He 


Asn 


Leu 


Ala 


Pro Asp Ser Ser Ser 


50 








55 


60 


Val Val Val Ser 


Gly 


Leu Met 


Val 


Ala 


Thr 


Lys Tyr Glu Val Ser 




65 








70 


75 


Val Tyr Ala Leu 


Lys 


Asp Thr 


Leu 


Thr 


Ser 


Arg Pro Ala Gin Gly 


80 








85 


90 


Val Val Thr Thr 


Leu 


Glu Asn 


Val 


Ser 


Pro 


Pro Arg Arg Ala Arg 




95 








100 


105 


Val Thr Asp Ala 


Thr 


Glu Thr 


Thr 


He 


Thr 


He Ser Trp Arg Thr 




110 








115 


120 


Lys Thr Glu Thr 


He 


Thr Gly 


Phe 


Gin 


Val 


Asp Ala Val Pro Ala 


125 








130 


135 


Asn Gly Gin Thr 


Pro 


He Gin 


Arg 


Thr 


He 


Lys Pro Asp Val Arg 


140 








145 


150 


Ser Tyr Thr He 


Thr 


Gly Leu 


Gin 


Pro 


Gly 


Thr Asp Tyr Lys He 


155 








160 


165 


Tyr Leu Tyr Thr 


Leu 


Asn Asp 


Asn 


Ala 


Arg 


Ser Ser Pro Val Val 


170 








175 


180 


He Asp Ala Ser 


Thr 


Ala He 


Asp 


Ala 


Pro 


Ser Asn Leu Arg Phe 


185 








190 


195 


Leu Ala Thr Thr 


Pro 


Asn Ser 


Leu 


Leu 


Val 


Ser Trp Gin Pro Pro 




200 








205 


210 


Arg Ala Arg He 


Thr 


Gly Tyr 


He 


He 


Lys 


Tyr Glu Lys Pro Gly 
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215 220 225 

Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro Gly Val Thr 

230 235 240 

Glu Ala Thr He Thr Gly Leu Glu Pro Gly Thr Glu Tyr Thr He 

245 250 255 

Tyr Val He Ala Leu Lys Asn Asn Gin Lys Ser Glu Pro Leu He 

260 - 265 270 

Gly Arg Lys Lys Thr Cys 

275 



<210> 20 
<211> 38 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> primer 12S 
<400> 20 

aaaccatggc agctagcgct attcctgcac caactgac 38 



<210> 21 
<211> 36 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> primer 14A 
<400> 21 

aaaggatccc taactagtct ttttccttcc aatcag 36 



<210> 22 
<211> 40 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> primer Cys-A 
<400> 22 

aaaagcggcc gctagcgcaa gccatggtct gtttcctgtg 40 



<210> 23 
<211> 41 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> primer Cys-S 
<400> 23 

aaaagcggcc gcactagtgc atagggatcc ggctgagcaa c 



^--y. 20/E 



41 
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